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PATENT INFORMATION SUBMITTED WITH THE

NDA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 21.362
For Each Patent That Claims a Drug Substance NAME OF APPLICANT /NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Alcon, Inc.

Composition} and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act
TRADE NAME {OR PROPOSED TRADE NAME)
NEVANAC™ {nepafenac ophthalmic suspension) 0.1%

ACTIVE INGREDIENT(S} STRENGTH(S)
Nepafenac 0.1%

DOSAGE FORM
Ophthalmic Suspension

This patent declaration form is required to be submitted to the Food and Drug Administration {(FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d){4).

Within thirty (30) days afler approval of an NDA or supplement, or within thity {30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c){2){ii) with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upeon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions {only) of this report: if additional space Is required for any narrative answer {i.e., one
that does not require a "Yes" or "No” response), please attach an additional page referencing the question number.

FDA will not list patent information if you flle an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

r each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the

.«formation described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6.

1. GENERAL
a. United States Patent Number b. Issue Date of Patent c¢. Expiration Date of Patent
5,475,034 12/12/1995 6/6/2014
d. Name of Patent Owner Address (of Patent Owner)
Alcon Manufacturing, Ltd. 6201 South Freeway
City/State
Fort Worth, Texas
2P Code FAX Number (if available)
76134 817-551-4610
Telephone Number E-Mail Address (if available)
817-551-3066 patrick.ryan@alconlabs.com
e. Name of agent or representative who resides or maintains  Address (of agent or representative named in 1.e.)

a place of business within the United States authorized to
receive nofice of patent certification under section

505(b}(3) and (j)(2)(B) of the Federal Food, Drug, and _
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State

owner or NDA applicantholder does not reside or have a .
place of businass within the United States)
o ZIP Code FAX Number (if available}
Telephone Number E-Mail Address (if available)

.. Is the patenl referenced above a patent that has been submitted previously for the

approved NDA or supplement referenced above? D Yes E No
g. If the patent referenced above has been submitted previously for listing, is the expiration
date a new axpiration date? D Yes [:] No
FORM FDA 23542a (7/03) JA7Z Patent Certification , Page 1 Page 1
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. : Nepafenac Ophthalmic Suspension, 0.1% NDA 21-862

For the patent referenced above, pravide the foliowing infermation on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement,

2. Drug Substance (Active Ingrediant) N
T Does the patent daim the drug substance that Is the active ingredient in the drug product

described in the pending NDA, amendment, or supplement? D Yes No
2.2 Does the patent claim a drug substance that is a different polymorph of the active
ingredient described in the pending NDA, amendment, or supplement? D Yes E No

2.3 If the answer to queslion 2.2 is "Yes," do you certify that, as of the date of this declaration, you have tesi data
demonstrating that a drug product containing the polymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). D Yes D No
2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
{Complete the information in section 4 betow if the patent claims a pending method of using the pending

drug product to administer the metabolite.} l:] Yes No

2.6 Does the patent claim only an intermediate?

DYeS No

2.7 If the patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) E] Yes D No

*. Drug Product (Composition/Formulation) o
.1 Does the patent ctaim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or suppiement? D Yes E No

3.2 Does the patent claim only an intermediate?

DYes No

3.3 if the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) D Yes D No

4. Method of Use

Sponsors must submit the information in section 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought. For each methed of use claim referenced, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval Is being soughtin

the pending NDA, amendment, or supplement? E Yes D No

4.2 Patent Claim Number (as fisted in the patent]  Does the patent claim referenced in 4.2 claim a pending method
1 of use for which approval is being sought in the pending NDA,
amendment, or supplement? E Yes D No

4.2a if the answer to 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved labeling.)

"Yes," identify with . X . . . . ;

specificily the use with — treatinent of inflammation associated with —_— urgery

refer-ence to the

proposed

tabeling for the drug

product,

Sponsors must submit the information in section 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought. For each method of use clalm referenced, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval ls being sought in

the pending NDA, amendment, or supplement? E Yes D No
42 Patent Claim Number (as listed in the patenf)  Does the patent daim referenced in 4.2 claim a pending method
2 of usea for which approval is being sought In the pending NDA,
amendment, or supplement? E Yes [Ano
—3AZ PatemrCertiffeatton, Paye 22—
FORM FDA 3542a (7/03) ° ’ Page 2
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-__-__N_ep_ﬂfgna.“_o.[‘l‘.}ll.halmh‘ Spspension. {).1% NDA-11-862
4.2a [fthe answer {0 42is se: (Submit indication of mefhod of use information as identified specifically in the approved labeling.] b
:;()gz-l-i:gl?t:tl‘hfyev:su; with — treatment of inflammation associated with - surgery
refer-ance to the
proposed

labeling for the drug
product,

4. Mothod ofUsa

Sponsors must submit the Information in section 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought. For each method of use claim referenced, provide the following Infarmation:

41 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendment, or supplement? Yes [OnNe

4.2 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method
3 of use for which approval is being sought in the pending NDA,
amendment, or supplement? @ Yes D No

4,2a [ the .:':II'ISWEI‘ tod.2is Use: (Submit indication or method of use information as identified specifically in the approved labeling.)

;szil _Ag‘?m‘lﬁz with — 4 treatment of inflammation associated with —_ « SUrgery

refer-ence to the

proposed

labeling for the drug

product.

aMethoddfUss - o B —

Sponsors must submit the information in section 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought For each method of use claim referenced, provide the following information:

3.1 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendment, or supplement? Yes D No

42 Palent Claim Number (as fisted in the paten)  Does the patent glaim referenced in 4.2 claim a pending method
4 of use for which approval is being sought in the pending NDA,
amendment, or supplement? B ves [INe

4.2a if the answer to 4.2 is Use: (Submil indication or method of use information as identified specifically in the approved fabeling.)

smﬁigf;‘tt‘h%wuﬁ with —_ treatment of inflammation associated with ~ ___ surgery

refer-ence to the

proposed

Iabeling for the drug

product.

4. Method of Use

Sponsors must submif the information in section 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought For each method of use claim referenced, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendment, or supplement? Yes [:I No

4.2 Patent Claim Number (as iisted in the patenf)  Does the patent claim referenced in 4.2 claim a pending method
5 of use for which approval is being sought in the pending NDA,
amendment, or supplement? E Yes [:l No

4.2a If the answer to 4.2is : Use: (Submit indication or method of use informatfon as identified specificafly in the approved labeling.)

*Yes," identify with ’ tof i : : ith - .

speci-ficity the use with ~ ireatment of inflammation associated wi _ surgery

refer-ence to the

proposed

labeling for the drug

product.

4. Method of Use

Sponsors must submit the information in section 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought. For each method of use claim referenced, provide the following information;

a1 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendment, or supplement? Yes O we
3.2 Patent Claim Number (as listed in the patent)  Does the patent claim referenced in 4.2 claim a pending method
6 of use for which approval is being sought In the pending NDA,
amendment, or supplement? B Yes [no
“4.2a If the answer to 4.21s Use: (Submit indication or method of use information as identified specifically in the approved labeling.)
"Yes," identify with — ; ; : : P
speci-ficity the use with reatment of inflammation associated with —_— urgery
refer-ence to the
proposed
labeling for the drug
product.
FORM FDA 3542a (7/03) JATTFatent Certilication , Fage 3 page 3
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s Nepafenar Ophthalmic Suspepsinn, ft 1% NIDA 21-862

4. Mathod of Use

Sponsors must submit the information In section 4 separately for each patent clafm claiming a method of using the pending drug
product for which approval Is being sought. For each method of use claim referenced, provide the following information:

4.1 Does the patent datm one or more methods of use for which approval is being sought in

the pending NDA, amendment, or supplement? @ Yes B No

«+.2 Patent Claim Number (as listed in the patent}  Does the patent claim referenced in 4.2 c¢laim a pending method
7 of use for which approval is being sought in the pending NDA,
amendment, or supplement? Yes D No

4.2a If the answer to 4.2 is Use: (Submil indication or method of use information as identified specifically in the approved labeling.)

S;zg_ﬁg?m‘ﬁgz with — treatment of inflammation associated with surgery

refer-ence to the

proposed

labeling for the drug

product,

5. No Relavant Patents.

For this pending NDA, amendment, or supplemend, there are no relevant patents that claim the drug substance (active ingredient),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to
which a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in D Yes

the manufacture, use, or sale of the drug product.

6. Declérai:io_ﬁ pérﬁﬂgaﬁon

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under secfion 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent Information is submifted pursuant to 21 CFR 314.53. | attest that I am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penaity of perjury that the foregoing
is true and correct.

Warning: A willfuily and knowingly false sfatement is a criminal offense under 18 U.5.C., 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Cwner (Afforney, Agent, Representative or Date Signed
other Authorized Official) (Provide Information belfow)

?35 I %r 1%/

NOTE: Only an NDA applicant/holder may submit this declaration directly to the FDA. A patent owner who is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4} and (d}{4).

Check applicable box and provide information below.

D NDA Applicant/Holder E] NDA Applicant's/Holder's Attorney, Agent {Representative) or other
Authorized Official
[] Patent Owner B Patent Owner's Attorney, Agent (Representative) or Other Authorized
Official
Name
Patrick M. Ryan
Address City/State
6201 South Freeway Fort Worth, Texas
ZIP Code Telephone Number
76134 817-551-3066
FAX Number (i available) E-Mall Address (if available)
817-551-3066 patrick.ryan(@alconlabs.com
FORM FDA 3542a (7/03) 3A2 Patent Certification , Page 4 Page 4
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Nepafenac Ophthalmic Snspension, (1% NDA 21-862

The public reporting burden for this colfection of information has been estimated to average 9 hours per response, including the time for reviewing
instructions, scarching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estirate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-007} |
5600 Fishers Lane

Rockville, MD 20857

An agency may not conduct or sponsor, and a person is not required to respond o, a collection of
information unless it displays a currently vatid OMB control number.

Appeqrs This Way,
On Origing

3A2 Patent Certification , Page 5
FORM FDA 3542a (7/03) mmfmm«ffﬁe 3




PEDIATRIC PAGE
(Complete for all filed original applications and efficacy supplements)

NDA/BLA #: 21-862 Supplement Type (e.g. SES): Supplement Number:

Stamp Date: _February 28, 2005 Action Date: August 2005

HFD-520  Trade and generic names/dosage form: NEVANAC (nepafenac ophthalmic suspension) 0.1%

Applicant: _Alcon, Inc. Therapeutic Class: _4041430 Nonsteroidal anti-inflammatory

Indication(s) previously approved:_None

Each approved indication must have pediatric studies: Completed, Deferred, and/or Waived.

Number of indications for this application(s):_1
Indication #1: treatment of pain and inflammation associated with cataract surgery.

Is there a full waiver for this indication (check one)?

XX Yes: Please proceed to Section A.

[d No: Please check all that apply: Partial Waiver Deferred Completed
NOTE: More than one may apply
Please proceed to Section B, Section C, and/or Section D and complete as necessary.

Section A: Fully Waived Studies

Reason(s) for full waiver:

U Products in this class for this indication have been studied/labeled for pediatric population
0 Disease/condition does not exist in children

XX Too few children with disease to study

U] There are safety concerns

Other: Neo pediatric studies are planned.

If stuclies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section B: Partially Waived Studies

Ape/weight range being partially waived:

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage

Reason(s) for partial waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

000000 0o




NDA 21-862
Page 2

If studies are deferred, proceed to Section C. [f studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
complete and should be entered into DFS.

Section C: Deferred Studies

Age/weight range being deferred:

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage

Reason(s) for deferral:

0 Products in this class for this indication have been studied/labeled for pediatric population
U] Disease/condition does not exist in children

0 Too few children with disease to study

U There are safety concerns

1 Adult studies ready for approval

U Formulation needed
Other:

Date studies are due (mm/dd/yy):

If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section D: Completed Studies

Age/weight range of completed studies:

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage
Comments:

If there are additional indications, please proceed to Attachment 4. Otherwise, this Pediatric Page is complete and should be
entered into DFS.

This page was completed by:

{See appended electronic signature puge}

Raphael R. Rodriguez Martin Nevitt, M.D., MPH
RPM Clinical Reviewer

Wiley A. Chambers, M.D.W

Deputy Director, HFD-520 ha

ce: NDA 21-862
HFD-960/ Grace Carmouze

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE DIVISION OF PEDIATRIC DRUG
DEVELOPMENT, HFD-960, 301-594-7337.

(revised 12-22-03)




EXCLUSIVITY SUMMARY FOR NDA # 21-862 SUPPL #

TradeName NEVANAC
GenericName _nepafenac ophthalmic suspension 0.1%

Applicant Name Alecon,Inc. HFD-520

Approval Date If Known August 25,2005

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, and all efficacy supplements. Complete PARTS II and
ITII of this Exclusivity Summary only if you answer "yes" to one or
more of the following question about the submission.

a) Is it a 505(b) (1), 505(b) (2 or efficacy supplement?
YES /XX/ NO / /

If yes, what type? Specify 505(b) (1), 505(b)(2), SE1, SE2, SE3, SE4,
SE5, SEé, SE7, SEB

S05(b)(1)

c¢) Did it require the review of clinical data other than to
support a safety claim or change in labeling related to
safety? (If it required review only of bicavailability or
biocequivalence data, answer "no.")

YES /XX / NO / /

If your answer is "no" because you believe the study is a
bicavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a bicavailability study,
including your reasons for disagreeing with any arquments made
by the applicant that the study was not simply a
bicavailability study.

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

Page 1




d)} Did the applicant request exclusivity?

YES / XX _/ wNO /[

If the answer to (d) is "yes," how many years of exclusivity
did the applicant request?

S vears -
e) Has pediatric exclusivity been granted for this Active
Moiety?

YES /  / NO / XX /

If the answer to the above guestion in YES, is this approval
a result of the studies submitted in response to the Pediatric
Writen Request?

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ARBOVE QUESTIONS, GO
DIRECTLY TCO THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.
2. Is this drug product or indication a DESI upgrade?

YES /[ NO /XX/

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)

1. 8ingle active ingredient preoduct.

Has FDA previously approved under section 505 of the Act any drug
product containing the same active moiety as the drug under
consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has
been previously approved, but this particular form of the active
moiety, e.g., this particular ester or salt (including salts with
hydrogen or coordination bonding) or other non-covalent derivative
(such as a complex, chelate, or clathrate) has not been approved.
Answer "no" if the compound requires metabolic conversion (other
than deesterification of an esterified form of the drug) to produce

Page 2




an already approved active moiety.

YES /  / NO / XX /

If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s).

2. Combination product.

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

YES / / NO / /

If "yes," identify the approved drug product{s) containing the
active moiety, and, if known, the NDA #(s).

NDA#
NDA#

NDAH#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY
TO THE SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part
II of the summary should only be answered “"NO'' for original
approvals of new molecular entities.) IF “"YES'' GO TO PART III.

PART XYI THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

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

1. Does the application contain reports of clinical
investigations? (The Agency interprets "clinical investigations"
to mean investigations conducted on humans other than
bicavailability studies.) If the application contains c¢linical
investigations only by virtue of a right of reference to clinical
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investigations in another application, answer "yes, " then skip to
question 3{a). If the answer to 3(a} is ‘"yes" for any
investigation referred to in another application, do not complete
remainder of summary for that investigation.

YES /  / NO /__ /
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval"™ if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the investigation is
not essential to the approval if 1) no c¢linical investigation is
necessary to support the supplement or application in light of
previously approved applications (i.e., information other than
clinical trials, such as biocavailability data, would be sufficient
to provide a basis for approval as an ANDA or 505({b) (2) application
because of what is already known about a previously approved
product), or 2} there are published reports of studies (other than
those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient to
support approval of the application, without reference to the
clinical investigation submitted in the application.

(a) In light of previously approved applications, is a
clinical investigation (either conducted by the applicant or
available from some other source, including the published
literature} necessary to support approval of the application

or supplement?
YES /  / NO /_ /

If "no," state the basis for your conclusion that a clinical
trial is not necessary for approval AND GO DIRECTLY TO
SIGNATURE BLOCK ON PAGE §:

(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug product
and a statement that the publicly available data would not
independently support approval of the application?

YES / __/ NO /[ :
{1) If the answer to 2{(b) is "yes," do you personally
know of any reason to disagree with the applicant's
conclusion? If not applicable, answer NO.

YES /___/ NO /___/

Page 4




If yes, explain:

{2} If the answer to 2{b) 1is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that could
independently demonstrate the safety and effectiveness of
this drug product?

YES / _/ No /_ /

If yes, explain:

{c) If the answers to (b) (1) and (b)(2) were both "no,"
identify the clinical investigations submitted in the
application that are essential to the approval:

Studies comparing two products with the same ingredient(s) are
considered to be bicavailability studies for the purpose of this
section.

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

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

Page 5




product? (If the investigation was relied on only to support
the safety of a previously approved drug, answer "no.")

Investigation #1 YES / / No /. /

Investigation #2 YES / / No /0 /

If you have answered "yes" for one or more investigations,
identify each such investigation and the NDA in which each was
relied upon:

b) For each investigation identified as "essential to the
approval", does the investigation duplicate the results of
another investigation that was relied on by the agency to
support the effectiveness of a previcusly approved drug

product?
Investigation #1 YES / / No /. /
Investigation #2 YES / / NO / /

If you have answered "yes" for one or more investigation,
identify the NDA in which a similar investigation was relied
on:

¢) If the answers to 3(a) and 3(b) are no, identify each "new"
investigation in the application or supplement that is
essential to the approval (i.e., the investigations listed in
#2(c), less any that are not "new"):

4. To be eligible for exclusivity, a new investigation that 1is
essential to approval must also have been conducted or sponsored by
the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the
investigation, 1} the applicant was the sponsor of the IND named in
the form FDA 1571 filed with the Agency, or 2) the applicant (or
its predecessor in interest) provided substantial support for the
study. Ordinarily, substantial support will mean providing 50
percent or more of the cost of the study.

Page 6




a) For each investigation identified in response to question
3(c): if the investigation was carried out under an IND, was
the applicant identified on the FDA 1571 as the sponsor?

Investigaticon #1 !

YES /  / 1 NO / /  Explain:

Investigation #2 !

IND # YES /_  _ / ! NO / / Explain:

(b} For each investigation not carried out under an IND or for
which the applicant was not identified as the sponsor, did the
applicant certify that it or the applicant's predecessor in
interest provided substantial support for the study?

Investigation #1

1
!
YES / / Explain ' NO / / Explain
1
1

Investigation #2

YES [/ / Explain NO / /  Explain

b e mmm b bm e fem e

(c) Notwithstanding an answer of "yes" to (a) or (b), are
there other reasons to believe that the applicant should not
be credited with having "conducted or sponsored" the study?
(Purchased studies may not be used as the basis for
exclusivity. However, if all rights to the drug are purchased
{(not just studies on the drug), the applicant may be
considered to have sponsored or conducted the studies
sponsored or conducted by its predecessor in interest.)

YES / [/ NO /___/

If yes, explain:

Page 7




If yes, explain:

Signature Date
Raphael R. Rodriguexz
RPM

Signature Date
Martin Nevitt, M.D.,MPH
Clinical Reviewer

Signature Date
Wiley A. Chambers, M.D.
Deputy Director HFD-520

Form OGD-011347 Revised 05/10/2004

cc:
Archival NDA 21-862
HFD-520 /bDivision File
HFD-520 /RPM / RodriguezR
HFD-610/Mary Ann Holovac
HFD-104/PEDS/T.Crescenzi
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Nepafenac Ophthalmic Suspension, 9.1% NDA 21-862

3.A.10. STATEMENTS OF CLAIMED EXCLUSIVITY AND ASSOCIATED CERTIFICATIONS

The applicant hereby requests a five-year period of exclusivity.

Pursuant to 21CFR§314.50(;) and 21CFR§314.104(b)(4), I hereby certify that:

e To the best of my knowledge each of the clinical investigations included in the application
meets the definition of “new clinical investigation™.

¢ The new clinical investigations ar¢ ¢ssential to the approval of the application.

¢ Alcon Laboratories, Inc., Alcon Universal, Ltd. or Alcon, Inc. were named as the sponsor
on the form FDA 1571 for an investigational new drug application (IND # 49,924) under
which the clinical investigations that are essential to the approval of this application were
conducted. The change in name from Alcon Laboratories, Inc. to Alcon Universal, Ltd.

and subsequently to Alcon, Inc. was submitted to the IND.

Ogs O K téb .0, d005”

Angela C. Kothe, OD, PhD Date
Associate Director, Regulatory Affairs
(817) 5514933

3.A.10. Statements of Claimed Exclusivity and Associated Certifications , Page 1




Nepafenac Ophthalmic Suspension, 0.1% NDA 21-862

3.A.3. DEBARMENT CERTIFICATION

Alcon, Inc. and its affiliated companies [Alcon Research, Ltd., Alcon Laboratories, Inc., and
Alcon Manufacturing, Ltd.] hereby certify that it did not and will not use in any capacity the
services of any person debarred under section 306 of the Federal Food, Drug and Cosmetic

Act in connection with this application.

%/ 4&9_@»«-4/0[ 2005
Angel C. Kothe,JOD, PhD Dée

Associate Director, Regulatory Affairs
(817) 551-4933

3.A.3. Debarment Certification , Page 1




NDA 21-862 Nevanac™ (nepafenae ophthalnic suspension) 0.1% FPuage [ of 2
Deputy Office Director Mento

Deputy Office Director Memo

Applicant: Alcon Research Limited

NDA #: NDA 21-862

Drug: nepafenac ophthalmic suspension, 0.1%

Trade Name: Nevanac™

Indications: the treatment of pain and inflammation associated with

cataract surgery
Date of submission: February 28, 2005

PDUFA goal date: August 28, 2005

Recommended Requlatory Action:
Approval for NDA 21-862

The review team has reviewed the issues in their respective disciplines in detail with
regards to the safety and efficacy of Nevanac, NDA 21-862. For a detailed discussion
of NDA 21-862, the reader is referred to the individual discipline specific reviews.

The Chemistry for Nevanac™ is discussed in Dr. Rodriguez’s review and he has
recommended approval for NDA’s 21-862 with regards to Chemistry. Nevanac
(nepafenac ophthalmic suspension) is a sterile aqueous 0.1% suspension of a
nonsteroidal anti-inflammatory prodrug for topical ophthalmic use. Dr. Pawar's Product
Quality Microbiology Review also recommends approval for NDA 21-862.

The Pharmacology/Toxicology studies for nepafenac are discussed in Dr. Chen’s
review. He conciudes that there were no drug-related safety issues relevant to clinical
use of Nevanac and from a pharm/tox standpoint the application can be approved.
Nepafenac penetrates the cornea and is hydrolyzed to amfenac, a nonsteroidal anti-
inflammatory drug. Nevanac is labeled as Pregnancy Category C.

The Clinical Pharmacology of nepafenac is described in Dr. Ghosh’s Clinical
Pharmacology and Biopharmaceutics Review. The plasma concentrations of
nepafenac and amfenac were low, but quantifiable with TID human bilateral ophthalmic
topical human administration in healthy subjects. The mean steady-state Cmax in




NDA 21-862 Nevanac™ (nepafenac ophthalniic suspension) 0.1% Page 2 0f 2
Deputy Office Director Memo

plasma following ocular administration for nepafenac was a 0.310 +/- 0.104 ng/mL and
for amfenac was 0.422 +/- 0.121 ng/mL.

The results of the clinical trials have been discussed in Dr. Nevitt's Medical Officer's
review and Dr. Qi's Statistical review. The NDA provides adequate and well controlied
studies of Nevanac at the proposed clinical dose along with supportive dose response
trials. These studies demonstrate the efficacy of Nevanac for the indication of the
treatment of pain and inflammation associated with cataract surgery. For the FDA
analyses evaluating efficacy, the reader is referred to Dr. Nevitt’s and Dr. Qi's reviews.
The safety database derived from the clinical trials in the NDA provide sufficient data to
characterize the safety of Nevanac. The risk benefit ratio for Nevanac for the indication
of the treatment of pain and inflammation associated with cataract surgery is
acceptable.

DMETS and DDMAC have consulted on the proprietary name and do not object to the
use of the proprietary name Nevanac. The Division of Scientific investigation inspection
of selected clinical study sites were completed and they conclude that the data
submitted in support of the NDA appear to be acceptable. )

Summary Recommendation:
Approval for the indication of the treatment of pain and inflammation associated with
cataract surgery.

Appears This Way
On Original




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

Edward Cox
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August 12, 2005 RUSEANLE, w0

Wiley A. Chambers, M.D.

Division of Anti-Infective and
Ophthalmology Products

FDA / CDER, HFD-520

Document Control Room

9201 Corporate Blvd.

Rockville, Maryland 20850

RE: NDA 21-862
NEPAFENAC OPHTHALMIC SUSPENSION, 0.1%
LABELING AMENDMENT

Dear Dr. Chambers:

In response to the Division’s e-mail of August 11, 2005, enclosed please find revised
color mockups of the container and carton labeling for NEVANAC™ (nepafenac
ophthalmic suspension) 0.1%. In addition, please find the revised package insert for
NEVANAC (correction of a typographical error in the DESCRIPTION section of the
insert).

If you have any questions concerning this amendment, please contact me via telephone at
817-551-4933 or via facsimile at 817-551-4630.

Sincerely

e

AngelaiC. Kothe, OD, PhD
Associate Director, Regulatory Affairs

Encl.




DEPARTMENT CF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 6910-0338

Expiration Date: August 31, 2005

FOOD AND DRUG ADMINISTRATION
See OMB Statement on page 2.

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC,
FOR FDA USE ONLY

OR AN ANTIBIOTIC DRUG FOR HUMAN USE
(Title 21, Code of Federal Regulations, Parts 314 & 601) APPLICATION NUMBER

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION
ALCON, Inc. 8/12/05

TELEPHONE NO. {Include Area Codea) FACSIMILE (FAX} Number f{include Area Code}

817-551-4933 817-551-4630

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail AUTHORIZED U.5. AGENT NAME & ADDRESS (Number, Street, City, State,
Code, and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE

ALCON, Inc. Alcon Research, Ltd.

P.O. Box 62 Mail Code R7-18

Bosch 69 6201 South Freeway

CH-6331 Hunenberg Fort Worth, TX 76134-2099

Switzerland

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued} 21-862
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade names} IF ANY

nepafenac ophthalmic suspension, 0.1% NEVANAC™

CHEMICAL/BIOCHEMICAL/BLGOD PRODUCT NAME (if any} CODE NAME (if any)

DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
ophthalmic suspension 0.1% topical ocular

(PROPOSED) INDICATION(S) FOR USE:
treatment of pain and inflammation associated with cataract surgery

APPLICATION DESCRIPTION

APPLICATICN TYPE
{chack one) [} NEW DRUG APPLICATION {CDA, 21 CFR 314.50) [ ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
£J BIOLOGICS LICENSE APPLICATION (BLA, 21 CFR Part 601)
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 3505 (b)(1) O 505 (b)(2)
IF AN ANDA, GR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT 1S THE BASIS FOR THE SUBMISSICN
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION (check one} [ ORIGINAL APPLICATION & AMENDMENT TO APENDING APPLICATION O RESUBMISSION
O PRESUBMISSION 3 ANNUAL REPORT [0 ESTABLISHMENT DESCRIPTION SUPPLEMENT [J EFFICACY SUPPLEMENT
I LABELING SUPPLEMENT [ CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O OTHER

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

iF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY [OJCBE 1 CBE-30 {1 Prior Approval {PA)

REASON FOR SUBMISSION

revised product labeling (container, carton and package insert)

PROPOSED MARKETING STATUS (check one} X PRESCRIPTION PRODUCT (Rx) [J OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS [ PAPER [0 PAPER AND ELECTRONIC (] ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary}. Inciude name,
address, contacl, telephone number, registration aumber (CFN), DMF number, and manufacturing steps and/or type of tesling (e.g. Fina! dosage form, Stability testing)

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

<+ DMF¢ -— DMF# -— DMF¥ -— DMF§# — DMF# — DMF# DMF# —-

A

FORM FDA 356h (4/03) PAGE10F 4




This application contains the following items: (Check all that apply)

1. Index

. Labeling (check one}

Dratt Labeling [ Final Printed Labeling

. Chemistry section

2
3. Summary {21 CFR 314.50 (c))
4

A.  Chemistry, manufacluring, and controls information (e.g., 21 CFR 314.50{d){1); 21 CFR 601.2}

B. Samples (21 CFR 314.50 {e){1); 21 CFR 601.2 (a)} (Submit only upon FDA’s request)

C. Maethods validation package (e.g.. 21 CFR 314.50(e)}(2){i), 21 CFR 601.2)

. Nonclinical phamacology and toxicology section {e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)

. Clinical Microbiology (e.g., 21 CFR 314.50(d){4))

5
6. Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d}(3); 21 CFR 601.2)
7
B

. Clinical data section {e.g., 21 CFR 314.50{d})(5), 21 CFR 601.2)

. Safety update report (e.g., 21 CFR 314.50{d}5)}{vi)(b}; 21 CFR 601.2}

10. Statistical section (e.g.. 21 CFR 314.50(d)(6); 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50()(1}; 21 CFR 601.2)

12. Case report forms (e.g.. 21 CFR 314.50 {f)(2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.5.C. 355(b) or (c})

14, A patent certification with respect to any patent which claims the drug (21 U.5.C. 355 (b){2) or ()}{2){A)

15. Establishment description {21 CFR Part 600, if applicable)

16. Debarment certification (FO&C Act 306 (k){(1})

17. Field copy certification {21 CFR 314.50 (1)(3)

18. User Fee Cover Sheet (Form FDA 3397}

19. Financial Information {21 CFR Part 54}

0|0C|O|0|0i0|O|OogO|og|o|)o|ooio|o|o|/ooax s

20. OTHER (Specify)

CERTIFICATION

including, but not limited to the following:

S o

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
wamnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, 1 agree to comply with ali applicable taws and regulations that apply to approved applications,

Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or 820.
Biological establishment standards in 21 CFR Part 600.
Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.
In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.
Reguiations on making changes in application in FD&C Act section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

7. Local, state and Federal environmental impact laws.
If this application applies 1o a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been reviewed and, o the best of my knowledge are certified to be true and accurate.
Warnlng: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE:
MM*/ Angela C. Kothe, OD, PhD / Associate Director, 8/12/05
Regulatory Affairs
ADDRESS {Streef, City, State,' and ZIP Code} Telephone Number
Alcon Research Ltd., Mail Code R7-16, 6201 South Freeway, Fort Worth, TX 76134 ( 817 } 5514933

Department of Health and Human Services
Food and Drug Administration

CDER, HFD-99

1401 Rockville Pike

Rockville, MD 20852-1448

Public reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Eggimg-r;‘g{ndmlnlsuaﬂon An agency may not conduct or sponsor, and a person is
12229 Wilkins Avenue not required to respond to, a collection of information
Rockville, MD 20852 unless it displays a cumrently valid OMB control number.

FORM FDA 356h (4/03)
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DEPARTMENT OF HEALTH AND HUMAN
SERVICES ODS POSTMARKETING SAFETY

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINSTRATION REVIEW
Janice Soreth, M.D., Director FROM: Ronald Wassel, Pharm.D. | ODS PID # D050442
Division of Anti-Infective and Ophthalmotogy Products Division of Drug Risk 8/11/05
HFD-520 Evaluation, HF[-430)
DATE RECEIVED: 7/19/2005 REQUESTOR/phone #: Raphael Rodriguez

Praject Manager, DAIOP

DRUG: Nevanac™ {(nepafenac 0.1% ophthalmie suspension)y | 301-827-2519

THERAPEUTIC CLASSIFICATION: NDA/IND: # 21-862 SPONSOR: Alcon
Ophthalmic non-steroidal anti-inflammatory

EVENT: Safety review of drug class

Exccutive Summary: Nepafenac is a new molecular entity submitted for priority review. A request was received for a review of
adverse events reported post-marketing for other drugs in the same class to determine 1f there is a significant risk with this group of
drugs nol noted in the pre-approval data. A search of the Adverse FEvent Reporting System showed the most frequently reported
events with this class of drugs included Corneal disorder, Visual acuity reduced, Eye pain, Conjunctivitis, Face edema, Drug
ineffective, Hypersensitivity, Application site reaction, Mydniasis, and Eye hemorrhage. The reported events were determined to be
typical and labeled reactions seen with this group ol drugs and/or manifestations of the settings in which these drugs are used.
Currently, the data do not indicate any significant risks with this class of drugs.

Reason for Request/Review: Nepafenac is a new molecular entity submitted for priorily review. No significant safety issues for the
drug were noted in the Medical Officer’s review. A request was received for a review of adverse events reported posi-marketing for
other drugs in the same class to determine if there is a significant risk with this group of drugs not noted in the pre-approval data.

Search Date: 8/8/2005 Scarch Type(s): B AERS SRS Literature Other

~reh Criteria:  The following ophthalmic non-steroidal anti-irflammatory products were searched for all reports:  Acular
{ketorolac iromethamine), Votaren (diclofenac), Ocufen (flurbiprofen), Xibrom (bromfenac), and Profenal (suprofen).

Search Results: A total ol 852 cases were retrieved for the 3 products, distributed as follows: Acular-—222, Voltaren-—117,

frequently reported events included Corneal disorder, Visual acuity reduced, Eye pain, Conjunctivitis, Face edema, Drug ineflective,
Hypersensitivity, Application site reaction, Mydriasis, and Eye hemorrhage.

¥indings / Conclusions: The Standard Reports were reviewed in conjunction with the Medical Officer to look for any significant
serious risks. The reporied events were determined to be typical and labeled reactions seen with this group of drugs and/or
manifestations of the settings in which these drugs are used. Currently, the data do not indicate any significant risks with this class of
drugs. We will continue to monitor reports for these drugs and those for nepafenac post-marketing to determine any changes.

Reviewer’s Signature / Date: Ronald Wassel, Pharm.D. Team Leader’s Signature / Date:  Melissa Truffa, R.Ph.
8/11/05 8/11/05

cc: NDA #21-862
HFD-520 Division File / Chambers / Boyd / Nevitt / Rodriguez
HFD-430 Avigan / Truffa / Beam / Chron / Drug




August 05’ 2005 ﬁ&&ggﬁgﬁi i?ﬁu

Wiley A. Chambers, M.D.

Division of Anti-Infective and
Ophthalmology Products

FDA / CDER, HFD-520

Document Control Room

9201 Corporate Blvd.

Rockville, Maryland 20850

RE: NDA 21-862
NEPAFENAC OPHTHALMIC SUSPENSION, 0.1%
LABELING AMENDMENT

Dear Dr. Chambers:

In response to the Division’s e-mail of August 4, 2005, enclosed please find a revised
proposed package insert for NEVANAC™ (nepafenac ophthalmic suspension) 0.1%. A
‘track changes’ and clean copy are provided.

If you have any questions concerning this amendment, please contact me via telephone at

817-551-4933 or via facsimile at 817-551-4630,

Sincerely

Angela'C. Kothe, OD, PhD

Associate Director, Regulatory Affairs

Encl.



Alcoi

ity 27, 2005 RESEARCH, L

Wiley A. Chambers, M.D.
Deputy Director, DAAODP
FDA / CDER, HFD-550
Document Control Room
9201 Corporate Blvd.
Rockville, Maryland 20850

RE: NDA 21-862

NEPAFENAC OPHTHALMIC SUSPENSION, 0.1%

CMC AMENDMENT: Responses to CMC Reviewer’s Questions
Dear Dr. Chambers:

Enclosed please find responses to the chemistry reviewer’s questions reviewed via
facsimile on July 5, 2005 for the above referenced NDA.

A copy of this response has been sent to the Dallas District Office.
If you have any questions concemning this amendment, please contact me via telephone at

817-551-4933 or via facsimile at 817-551-4630.

Sincerely

%

Angela C. Kothe, OD, PhD
Associate Director, Regulatory Affairs

Encl.

cc. Dallas Distnict Office




e 213005 RESEARCH, Lt

Wiley A. Chambers, M.D.
Deputy Director, DAAODP
FDA / CDER, HFD-520
Document Control Room
9201 Corporate Blvd.
Rockville, Maryland 20850

RE: NDA 21-862
NEPAFENAC OPHTHALMIC SUSPENSION, 0.1%
NDA AMENDMENT: Four Month Safety Update
Dear Dr. Chambers:

Enclosed please find the four-month safety update for NEVANAC™ (nepafenac
ophthalmic suspension) 0.1%.

Also included in this submission are color mockups of the draft container and carton
labeling for NEVANAC.

If you have any questions or comments concerning this amendment, please contact me
via telephone at 817-551-4933 or via facsimile at 817-551-4630.

Sincerely

Angela €. Kothe, OD, PhD
Associate Director, Regulatory Affairs

Encl.



Tune 20, 2005 RESEARCH, Lid.

Wiley A. Chambers, M.D.
Deputy Director, DAAODP
FDA / CDER, HFD-550
Document Control Room
9201 Corporate Blvd.
Rockville, Maryland 20850

RE: NDA 21-862

NEPAFENAC OPHTHALMIC SUSPENSION, 0.1%

CMC AMENDMENT: Responses to CMC Reviewer’s Questions
Dear Dr. Chambers:

Enclosed please find responses to the chemistry reviewer’s questions reviewed via
facsimile on May 31, 2005 for the above referenced NDA.

A copy of this response has been sent to the Dallas District Office.

If you have any questions concerning this amendment, please contact me via telephone at
817-551-4933 or via facsimile at 817-551-4630.

Sincerely
Angela C. Kothe, OD, PhD

Associate Director, Regulatory Affairs

Encl.

cc. Dallas District Office



Rodriguez, Raphael R

“rom: Angela.Kothe@AlconlLabs.com
nt: Wednesday, June 15, 2005 5:19 PM
.o! RODRIGUEZR@cder.fda.gov
Cc: GhoshT@cder.fda.gov
Subject: RE: Emailing: N21862_nepafenac
Wy B} =) ®H) ®H)] B)] B
10 - STUDY i1 - 12-2 Adverse  12-3 Deaths Other 12-4 Clinical 12-5 Vital Signs 12-6 Safety

IBJECTS.doc (38 KBACOKINETIC AND PEvents.doc (69 KB... Serious Adve... Laboratory Evalu... Physical Find... Zonclusions.doc (2..

Wy By} ®) ®) ®)]  ®) @]

12 - SAFETY 14-3-1-02 14-3-1-03 Overall 14-3-1-04 Overali 14-3-1-05 Overall 14-3-1-06 14-3-1-07
JALUATION.doc {35equency and Incide Frequency an...  Frequency an...  Frequency an... equency and Incidezmographics of Pati.

W) W] ®y] ®m)  ®) B} W)

14-3-1-08 Adverse 14-3-1-09 Coded 14-3-1-10 14-3-2 Listings ¢f 14-3-3 Narratives  14-3-4 Abnormal 14-3 Safety

Events by Pa...  and Descriptiv... ncomitant Diseases Deaths Othe... of Deaths Ot...  Laboratory Val... Data.doc (45 KB}
14 - TABLES
3URES AND GRAPHS
Raphael
Attached please find the Word files from Sections 10, 11, 12 and 14 of the Clinical Study
port for C-04-08. These are the same sections for which we previously sent files for C-

-93, €-97-30, C-02-53 and C-03-32.
Please advise if you need any further information.

Thanks
ANGELA

————— Original Message-----

From: Rodriguez, Raphael R [mailto:RODRIGUEZRE@cder.fda.gov}
Sent: Friday, June 10, 2005 1:55 PM

To: Kothe,Angela, FORT WORTH, Regulatory Affairs

Cc: Ghosh, Tapash

Subject: FW: Emailing: N21862 nepafenac

Angela - see request from the PK reviewer. Thanks in advance. Raphael

————— Original Message-----

From: Ghosh, Tapash

Sent: Friday, June 1G, 2005 2:50C PM

To: Rodriguez, Raphael R

Subject: RE: Emailing: N21862 nepafenac

Please request the sponsor if they can send us full Study report of C-04-08 preferably in
MS Word format. Thanks

---Original Message-—----
yn: Rodriguez, Raphael R
<nt: Friday, June 10, 2005 2:46 PM
To: Ghosh, Tapash



Subject: Emailing: N21862 nepafenac

“our files are attached and ready to send with this message.

This e-mail (including any attachments) is confidential and may be legally privileged. If
you are not an intended recipient or an authorized representative cf an intended
recipient, you are prohibited from using, copying or distributing the information in this
e-mail or its attachments. If you have received this e-mail in error, please notify the
sender immediately by return e-mail and delete all copies of this message and any
attachments. Thank you.

Appears This Way
On Original




June 02, 2005

i N -000(8m)
D e L e <0 ORIG AVENDIVENT
FDA / CDER, HFD-550 077//] , RECEIVED
Document Control Room ' JUN 0 3 2005
9201 Corporate Blvd.
Rockville, Maryland 20850 MEGA / CDER

RE: NDA 21-862
NEPAFENAC OPHTHALMIC SUSPENSION, 0.1%
CLINICAL AMENDMENT

Dear Dr. Chambers:

Enclosed please find the tabulation requested May 26™ by the Medical Reviewer for the
above-referenced NDA.

If you have any questions concerning this amendment, please contact me via telephone at
817-551-4933 or via facsimile at 817-551-4630.

Sincerely

Angela €. Kothe, OD, PhD
Associate Director, Regulatory Affairs

Enct.

CRIGINAL



FW:NDA 21-362 Page 1 of 2

Rodriguez, Raphael R

From:
Sent:
To:
Subject:

Raphael

Angela.Kothe@AlconLabs.com
Wednesday, June 01, 2005 6:04 PM
RODRIGUEZR@cder.fda.gov

RE: NDA 21-862

In response to Dr. Nevitt's request, attached please find a Word document with a
revision of Table 2.7.4.2.1.6-1 splitting out patients in C-02-53 according to their
assigned dosing regimen.

Please advise if this adequately responds to Dr. Nevitt's request, and we will submit
formally to the document control room.

Thanks
ANGELA

From: Rodriguez, Raphael R [mailto:RODRIGUEZR @cder.fda.gov]
Sent: Thursday, May 26, 2005 7:51 AM

To: Kothe,Angela, FORT WORTH,Regulatory Affairs

Subject: FW: NDA 21-862

Angela - see information request from the ciinical reviewer. Thanks. R-

----- Original Message-----

From:
Sent:

To:
Ce:

Nevitt, Martin

Wednesday, May 25, 2005 11:10 AM
Rodriguez, Raphael R
Boyd, William M

Subject: NDA 21-862

Raphael,

I need the following information from the sponsor for NDA 21-862:

In Table 2.7.4.2.1.6 - 1 {Adverse Reactions for Inclusion in Package [nsert of the NDA submission), Study
C-02-53 has an N=161. Of the 161 subjects, 58 were dosed TID, 53 BID and 50 QD. Given the proposed
indication for use will he a dosing of TID, please reformat this table reflecting an N=58 for the TID dosed
subjects for Study C-02-53.

Thank you.

This e-mail (including any attachments) is confidential and may be legally privileged. If you are not an
intended recipient or an authorized representative of an intended recipient, you are prohibited from
using, copying or distributing the information in this e-mail or its attachments. If you have received this

8/8/2005




FW: NDA 21-862 Page 2 of 2

e-mail in error, please notify the sender immediately by return e-mail and delete all copies of this
message and any attachments.

Thank you.

Appears This Way
On Originai

8/8/2005



FW: NDA 21-862

Page 1 of 2

Rodriguez, Raphael R

From: Angela.Kothe@AlconLabs.com
Sent:  Thursday, May 26, 2005 10:02 AM

To:

RODRIGUEZR@cder.fda.gov

Subject: RE: NDA 21-862

Raphael
We'll get working on Dr. Nevitt's request and hope to have it to you by Wednesday June

1st.

I was going to give you a call today since it had been about a month since we had received
any requests for information. Specifically, to date, we have not received any questions
from the CMC reviewer.

Thanks and have a good Memorial Day weekend.

ANGELA

From: Rodriguez, Raphael R [mailto:RODRIGUEZR@cder.fda.gov]
Sent: Thursday, May 26, 2005 7:51 AM

To: Kothe, Angela,FORT WORTH,Regulatory Affairs

Subject: FW: NDA 21-862

Angela - see information request from the clinical reviewer. Thanks. R-

----- Original Message-—----
From: Nevitt, Martin
Sent: Wednesday, May 25, 2005 11:10 AM
To: Rodriguez, Raphael R
Cc:  Boyd, William M
Subject: NDA 21-862

Raphael,
| need the following information from the sponsor for NDA 21-862;

In Table 2.7.4.2.1.6 - 1 (Adverse Reactions for Inclusion in Package Insert of the NDA submission), Study
C-02-53 has an N=161. Of the 161 subjects, 58 were dosed TID, 53 BID and 50 QD. Given the proposed
indication for use will be a dosing of TiD, please reformat this table reflecting an N=58 for the TiD dosed
subjects for Study C-02-53.

Thank you.

This e-mail (including any attachments) is confidential and may be legally privileged. If you are not an
intended recipient or an authorized representative of an intended recipient, you are prohibited from
using, copying or distributing the information in this e-mail or its attachments. If you have received this
e-mail in error, please notify the sender immediately by return e-mail and delete all copies of this
message and any attachments.

8/8/2005
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Rodriguez, Raphael R

“rom: Angela.Kothe@AlconLabs.com
nt: Monday, May 09, 2005 4:51 PM
.0 NevittM@cder.fda.gov
Cc: RODRIGUEZR@cder.fda.gov
Subject: NDA 21-862 (Nepafenac Ophthalmic Suspension, 0.1%)

o

Nepafenac Tables
of Patients b...
Dr. Nevitt

Bttached please find a Word file that includes the requested information regarding the
enrollment by investigator for the Nepafenac clinical studies C-02-53, C-03-32, C-95-93
and C-97-30. Also included is the reguested information regarding discontinued patients
(with reason for discontinuation and patient number) by investigator for the above-
mentioned clinical studies.

<<Nepafenac Tables of Patients by Inv and DC'ed Patients by Inv (pcl?74 s03).doc>>
An official copy of this information will be sent tc the Document Control Room and a desk
copy to your attention.

Thanks
ANGELA

Angela C. Kothe, ©CD, PhD
Associate Director, Regulatory Affairs
Alcon Research, Ltd.
tel 817-551-4933
‘x 817-551-4630
ger 817-327-0161

This e-mail (including any attachments) is confidential and may be legally privileged. If
you are not an intended recipient or an authorized representative of an intended
recipient, you are prohibited from using, copying or distributing the information in this
e-mail or its attachments. If you have received this e-mail in error, please notify the
sender immediately by return e-mail and delete all copies of this message and any
attachments. Thank you.
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Rodriguez, Raphael R

From: Angela.Kothe@Alconlabs.com

Sent:  Wednesday, April 27, 2005 3:58 PM

To: RODRIGUEZR@cder.fda.gov

Subject: RE: Results of filing meeting NDA 21-862

Thank you for the good news.

Could you please advise as to how August 31st, 2005 was chosen as the PDUFA date
based on receipt of February 28th ? While we are perfectly happy with August 31st,
we're just curious as to how the date was derived. _

Also, will you be sending us another letter that indicates that we received priority review
(as you may recall, the letter we received mid-April said standard review but had the
August PDUFA date) ?

Thanks

ANGELA

————— Criginal Message-----

From: Rodriguez, Raphael R [mailto:RODRIGUEZR@cder.fda.gov]
Sent: Wednesday, April 27, 2005 2:48 PM

To: Kothe,Angela, FORT WORTH,Regulatory Affairs

Subject: RE: Results of filing meeting NDA 21-862

THANKS. | have received 4 diskettes. Will ioad on our shared drive. You will be receiving your filing letter
- no issues identified.

----- Original Message-----

From: Angela.Kothe@AlconLabs.com {mailto:Angela.Kothe@AlconLabs.com]
Sent: Tuesday, April 26, 2005 6:04 PM

To: RODRIGUEZR@cder.fda.gov

Subject: RE: Results of filing meeting NDA 21-862

Raphael

In response to the e-mail below and our teleconference of April 20th,
today we are sending you (via DHL overnight courier) CD-Roms with the
SAS transport files, and version 9 SAS datasets and programs. This
packet is being sent directly to your attention and marked as "DESK
COPY".

Thanks
ANGELA

-----Original Message-----

From: Rodriguez, Raphael R [mailto:RODRIGUEZR@cder.fda.gov]
Sent: Friday, April 15, 2005 9:24 AM

To: Kothe,Angela, FORT WORTH,Regulatory Affairs

8/8/2005
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8/8/2005

Subject: FW: Results of filing meeting NDA 21-862

Angela - let me know when is the best time to call your Stat reviewer. Thanks.
Raphael

-----Qriginal Message-----

From: Qi, Karen

Sent: Thursday, April 14, 2005 4:14 PM

To: Rodriguez, Raphael R; Lin, Stan

Cc:  Chambers, Wiley A; Nevitt, Martin

Subject: RE: Results of filing meeting NDA 21-862

[ think it will be very helpful.

----- Qriginal Message--—-
From: Rodriguez, Raphael R
Sent: Thursday, April 14, 2005 4:14 PM
To: Lin, Stan; Qi, Karen
Cc:  Chambers, Wiley A; Nevitt, Martin
Subject: RE: Results of filing meeting NDA 21-862

let me know if we need to setup a quick t-con regarding this dataset.

----- Original Messaga—---
From: Lin, Stan
Sent: Thursday, April 14, 2005 4:09 PM
To:  Qi, Karen; Rodriguez, Raphael R
Ce:  Chambers, Wiley A; Nevitt, Martin
Subject: RE: Results of filing meeting NDA 21-862

Also, need clarification why there are two pp dataset
for C-02-53, and two of each itt and pp datasets for C-
03-32. -Stan

-----Original Message-----
From: (i, Karen
Sent: Thursday, April 14, 2005 3:55 PM
To: Rodriguez, Raphael R
Cc:  Chambers, Wiley A; Lin, Stan; Nevitt, Martin
Subject: RE: Results of filing meeting NDA 21-862

Raphael,

I checked the datasets sent by the sponsor. So
far, | have the following questions:

1. C-95-93
The sponsor did not provide the datasets used

for the efficacy analysis (intent-to-treat or per
protocol population). | would like to have the

Page 2 of 4
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8/8/2005

Page 3 of 4

datasets that include all efficacy parameters (i.e.,
scores for aqueous cells, flare and inflammation,
on Day 1 (baseline), Days 4, 8 and 15, cure rate,
treatment failure).

2. C-97-30

a) The sponsor did not provide the datasets used
for the efficacy analysis (intent-to-treat or per
protacol population). | would like to have the
datasets that include all efficacy parameters (i.e.,
scores for aqueous cells, flare and inflammation,
on Day 1 (baseline), Days 4, 8 and 15, cure rate,
treatment failure).

b) The file FORMAT XPF is empty.
3. C-02-53

a) In both EFFICA01.XPT (EFFICACY _ITT) and
EFFICAQ3.XPT (EFFICACY_PPCF), each of the
efficacy parameters has 3 variables listed in the
following table. The label for the variable does
not provide clear definition. | cannot tell which
variable was used in the final efficacy analysis.

Efficacy parameter  Variables in SAS dataset Label for the

variable in SAS dataset

Treatment failure FAILURO1 failure
FAILUROZ2 failure cf
FAILURO3 failure_old

Inflammation INFLAMO1 inflammation
INFLAMOZ inflammation_cf
INFLAMOQ3 inflammation_old

Response RESPONO1 responder
RESPONQ2 responder_cf
RESPONO3 responder_old

Aqueous cells AQUEQUOM aqueous_cell
AQUEOUQ3 aqueous_cell_cf
AQUEOUO0S5 aqueous_cell_old

Aqueous flare AQUEOQOUO02 aqueous_flare
AQUEOU0O4 aqueous_falre_cf
AQUEOU06 aqueous_cell old

b) There are 2 datasets for analysis using per
protocol population: EFFICAQ2 XPT
(EFFICACY_PP) and EFFICAO3.XPT
(EFFICACY_PPCF). | am not certain which one
was used in the final analysis.
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Page 4 of 4

4. C-03-32

There are 2 dataset for intent-to-treat and per
protocol populations, respectively. Could |
assume that EFFICA01.XLP
(EFFICACY_FINAL_ITT) and EFFICA02.XLP
(EFFICACY_FINAL_PP) are used in the final
analysis?

Thanks,
Karen

--—-Original Message-----
From: Rodriguez, Raphael R
Sent: Thursday, Aprif 14, 2005 11:05 AM
To: Qi Karen .
Subject: RE: Results of filing meeting NDA 21-862

K - your SAS data in CD/ROM has arrived.

This e-mail (including any attachments) is confidential and may be legally privileged.
If you are not an intended recipient or an authorized representative of an intended
recipient, you are prohibited from using, copying or distributing the information in
this e-mail or its attachments. If you have received this e-mail in error, please notify
the sender immediately by return e-mail and delete all copies of this message and any
attachments.

Thank you.

This e-mail (including any attachments) is confidential and may be legally privileged. [f you are not an
intended recipient or an authorized representative of an intended recipient, you are prohibited from
using, copying or distributing the information in this e-mail or its attachments. If you have received this
e-mail in error, please notify the sender immediately by return e-mail and delete all copies of this
message and any attachments.

Thank you.

8/8/2005
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_( DEPARTMENT OF HEALTH & HUMAN SERVICES ) .
Public Health Service

Food and Drug Administration
Rockville, MD 20857

NO FILING ISSUES IDENTIFIED
NDA 21-862

Alcon, Inc.

Alcon Research, Ltd.

Attention: Angela C. Kothe, O.D., Ph.D.
Mail Code R7-18

6201 South Freewuy

Fort Worth, TX 76134-2099

Dear Dr. Kothe:

Please refer to your February 25, 2005, new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Nevanac (nepafenac ophthalmic
suspension) 0.1%.

We have completed our filing review of your application. At this time, we have not identified
any potential review issues. Our filing review is only a preliminary review and deficiencies may
be identified during substantive review of your application.

If you have any questions, call Raphael R. Rodriguez, Regulatory Project Manager,
at (301) 827-2090.

4 " 1
Sincerely,

PN L e e R O RTQ M I it
Pt -.lu'c-f.!.(.u O MBI md ey

Carmen DeBellas, R.Ph.

Chief, Project Management Staff
Division of Anti-Inflammatory, Analgesic
and Ophthalmic Drug Products, HFD-550
Oftice of Drug Evaluation V

Center for Drug Evaluation and Research



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

Carmen DeBellas
4/26/05% 02:08:45 PM



FW: Results of filing meeting NDA 21-862 Page 1 of 3

Rodriguez, Raphael R

From: Angela. Kothe@AlconLabs.com

Sent: Tuesday, April 26, 2005 6:04 PM

To: RCODRIGUEZR@cder.fda.gov

Subject: RE: Resuits of filing meeting NDA 21-862

Raphael

In response to the e-mail below and our teleconference of April 20th, today we are
sending you (via DHL overnight courier) CD-Roms with the SAS transport files, and
version 9 SAS datasets and programs. This packet is being sent directly to your
attention and marked as "DESK COPY",

Thanks
ANGELA

From: Rodriguez, Raphael R [mailto:RODRIGUEZR@cder.fda.gov]
Sent: Friday, April 15, 2005 9:24 AM

To: Kothe, Angela, FORT WORTH,Regulatory Affairs

Subject: FW: Results of filing meeting NDA 21-862

Angela - let me know when is the best time to call your Stat reviewer. Thanks. Raphael

-----Original Message-----

From: Qi, Karen

Sent: Thursday, April 14, 2005 4:14 PM

To: Redriguez, Raphael R; Lin, Stan

Cec:  Chambers, Wiley A; Nevitt, Martin

Subject: RE: Results of filing meeting NDA 21-862

I think it will be very helpful.

-----Original Message—---
From: Rodriguez, Raphael R
Sent: Thursday, April 14, 2005 4:14 PM
To:  LUn, Stan; Qi; Karen
Cc: Chambers, Wiley A; Nevitt, Martin
Subject: RE: Resuits of filing meeting NDA 21-862

let me know if we need to setup a quick t-con regarding this dataset.

-----Original Message-----

From: Lin, Stan
Sent: Thursday, April 14, 2005 4:09 PM
To: Qi, Karen; Rodriguez, Raphael R
Cc: Chambers, Wiley A; Nevitt, Martin

8/8/2005




FW: Results of filing meeting NDA 21-862

Subject: RE: Results of filing meeting NDA 21-862

Also, need clarification why there are two pp dataset for C-02-53, and
two of each itt and pp datasets for C-03-32. -Stan

From: Qi, Karen

Sent: Thursday, April 14, 2005 3:55 PM

To: Rodriguez, Raphael R

Cc:  Chambers, Wiley A; Lin, Stan; Nevitt, Martin
Subject: RE: Results of filing meeting NDA 21-862

Raphael,

| checked the datasets sent by the sponsor. So far, | have the
following questions:

1. C-95-93

The sponsor did not provide the datasets used for the efficacy
analysis {intent-to-treat or per protocol population). | would like to
have the datasets that include alt efficacy parameters (i.e., scores
for aqueous cells, flare and inflammation, on Day 1 (baseline),
Days 4, 8 and 15, cure rate, treatment failure).

2. C-97-30

a) The sponsor did not provide the datasets used for the efficacy
analysis (intent-to-treat or per protocol population). | would like to
have the datasets that include all efficacy parameters (i.e., scores
for aqgueous cells, flare and inflammation, on Day 1 (baseline),
Days 4, 8 and 15, cure rate, treatment failure).

b) The file FORMAT .XPF is empty.
3. C-02-53

a) In both EFFICAO01.XPT (EFFICACY_ITT) and EFFICAQ3 . XPT
(EFFICACY_PPCF), each of the efficacy parameters has 3
variables listed in the following table. The label for the variable
does not provide clear definition. | cannot tell which variable was
used in the final efficacy analysis.

Efficacy parameter  Variables in SAS dataset Label for the variable in SAS
dataset
Treatment failure FAILURO1 failure
FAILURO2 failure_cf
FAILURO3 failure_old
Inflammation INFLLAMO1 inflammation
INFLLAMOZ2 inflammation_cf

8/8/2005

Page 2 of 3




FW: Results of filing meeting NDA 21-862 Page 3 of 3

INFLAMO3 inflammation_old

Response RESPONO1 responder
RESPONO2 responder_cf
RESPONO3 responder_old

Aqueous cells AQUEOUO1 aqueous_cell
AQUEQOUO0D3 aqueous_cell cf
AQUEQUOS aqueous_cell_old

Aqueous flare AQUEOUO02 agqueous_flare
AQUEQU04 aqueous_falre cf
AQUEOUQOG aqueous_cell old

b) There are 2 datasets for analysis using per protocol population:
EFFICAO02 XPT (EFFICACY_PP) and EFFICAQ3.XPT
(EFFICACY _PPCF). 1am not certain which one was used in the
final analysis.

4. C-03-32

There are 2 dataset for intent-to-treat and per protocol
populations, respectively. Could | assume that EFFICA01.XLP
(EFFICACY_FINAL_ITT) and EFFICAO02.XLP
(EFFICACY_FINAL_PP) are used in the final analysis?

Thanks,
Karen

-—--—-Qriginal Message—---

From: Rodriguez, Raphael R

Sent: Thursday, April 14, 2005 11:05 AM

To: Qi Karen

Subject: RE: Resuits of filing meeting NDA 21-862

K - your SAS data in CD/ROM has arnived.

This e-mail (including any attachments) is confidential and may be legally privileged. If you are not an
intended recipient or an authorized representative of an intended recipient, you are prohibited from
using, copying or distributing the information in this e-mail or its attachments. If you have received this
e-mail in error, please notify the sender immediately by return e-mail and delete all copies of this
message and any attachments.

Thank you.

8/8/2005



F'W: Results of filing meeting NDA 21-862 Page 1 of 1

Rodriguez, Raphael R

From: Angela.Kothe@AlconlLabs.com

Sent:  Tuesday, April 12, 2005 1:55 PM

To: RODRIGUEZR@cder.fda.gov

Subject: RE: Results of filing meeting NDA 21-862

Raphael
SAS transport files for C-95-93, C-97-30, €-02-53 and C-03-32 are being sent to you as
a desk copy via overnight courier today.

Thanks
ANGELA

Angela C. Kothe, OD, PhD

Associate Director, Regulatory Affairs
Alcon Research, Ltd.

tel. 817-551-4933

fax 817-551-4630

[Kothe, Angela, FORT WORTH Regulatory Affairs] ---- Original Message-----

From: Rodriguez, Raphael R [mailto:RODRIGUEZR@cder.fda.gov]
Sent: Tuesday, April 05, 2005 8:05 AM

To: Kothe, Angela, FORT WORTH,Regulatory Affairs

Subject: FW: Results of filing meeting NDA 21-862

Angela - see attached information request from stat reviewer. Thanks. Raphael
From: Chambers, Wiley A

Sent: Monday, April 04, 2005 4:02 PM

To: Lin, Stan; Rodriguez, Raphael R; Nevitt, Martin; Boyd, William M; Ng, Linda L; Rodriguez, Libaniel; Bashaw, Edward D;
Ghosh, Tapash; Yang, losie; Chen, Zhou; Qi, Karen

Cc:  Pawar, Vinayak; Tesch, Dianne; Ball, Leslie; Hussong, David; Hotqguist, Carol A; Berkman, Suzanne; Beam, Sammie
Subject: RE: Results of filing meeting NDA 21-862

! do not see SAS datasets included, these should be requested.

Wiley

8/8/2005



Rodriguez, Raphael R

“rom: Angela Kothe@AiconLabs.com
ent: Wednesday, April 06, 2005 5:03 PM
(0: RODRIGUEZR@cder.fda.gov
Subject: NDA 21-862 (NEVANAC)
Raphael
Today we are shipping you (via overnight courier} the Word files for Module 1 (the
financial disclosure section), Mecdule 2.5 and 2.7 (clinical overview and summary), as well

as sections 10, 11, 12 and 14 of the 4 Clinical Study Reports {C-95-93, C-97-30, £-02-53
and C~03-32) for the NEVANAC NDA. Per your request, this information is being sent to
your attention as "Desk Copies".

We should be sending you the SAS transport files tor the above-mentioned studies on
Friday.

We heard from the Division of Scientific Investigations today regarding NDA 21-862. They
have requested clinical materials to support their conduct of audits at 2 sites (1 site
for C-03-32 and 1 site for C-02-53).

Thanks
ANGELA

Angela C. Kothe, 0D, PhD

Assoclate Director, Regultatory Affairs
Alcon Research, Ltd.

tel B17-551-4933

fax 817-551-4630

pager 817-327-0161

This e-mail (including any attachments) is confidential and may be legally privileged. If
you are not an intended recipient or an authorized representative of an intended
recipient, you are prohibited from using, copying or distributing the information in this
e-mail or its attachments. If you have received this e-mail in error, please nctify the
sender immediately by return e-mail and delete all copies of this message and any
attachments. Thank you.
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Food and Drug Administration
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NDA 21-862

Alcon, Inc.

c¢/o Alcon Research, Ltd.

Attention: Angela C. Kothe, O.[., Ph.D.
Associate Director, Regulatory Affairs
6201 South Freeway

Mail Code R7-16

Fort Worth, Texas 76134-2009

Dear Dr. Kothe:

We have received your new drug application (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Nevanac (nepafenac ophthalmic suspension) 0.1%
Review Priority Classification: Standard (S)

Date of Application: February 25, 2005

Date of Receipt: February 28, 2005

Our Reference Number: NDA 2[-862

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on April 29, 2005, in
accordance with 21 CFR 314.101(a). If the application is filed, the user fee goal date will be
August 31, 2005.

All applications for new active ingredients, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.
We note that you have not fulfilled the requirements. We acknowledge receipt of your request
for a waiver of pediatric studies for this application. Once the application has been filed we will
notify you whether we have waived the pediatric study requirement for this application.




NDA 21-862
Page 2

Please cite the NDA number listed above at the top of the first page of any communications
concerning this application. Address all communications concerning this NDA as follows:

LS. Postal Service:

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Anti-Inflammatory, Analgesic,
and Ophthalmic Drug products, HFD-550
Attention: Division Document Room
5901-B Aminendale Road

Beltsville, MD 20705-1266

Courier/Overnight Mail:

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Anti-Inflammatory, Analgesic,
and Ophthalimic Drug products, HFD-550
Attentton: Division Document Room
9201 Corporate Blvd.

Rockville, Maryland 20850

1f 'you have any questions, call Raphae! R. Rodriguez, Regulatory Project Manager,
at (301) 827-2090.

Sincerely,
[N gupended clioirenic signanure pusy/

Carmen DeBellas, R.Ph.

Chief, Project Management

Division of Anti-Inflammatory, Analgesic,
and Ophthalmic Drug Products, HFD-550
Office of Drug Evaluation V

Center for Drug Evaluation and Research



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

Raphael Rodriguez
4/4/05 03:26:22 PM



CONSULTATION RESPONSE

DIVISION OF MEDICATION ERRORS AND TECHNICAL SUPPORT
OFFICE OF DRUG SAFETY
(DMETS; HFD-420)

DATE RECEIVED: March 9, 2005 | DESIRED COMPLETION DATE: | ODS CONSULT #: 04-0100-1

DATE OF DOCUMENT: May 31, 2005
February 25, 2005 PUDFA DATE: August 31, 2005
TO: Janice Soreth, MD

Director, Division of Anti-Infective and Ophthalmology Drug Products

HFD-520

THROUGH: Raphael Rodriguez
Project Manager
HFD-520

PRODUCT NAME:

Nevanac
(Nepafenac Ophthalmic Suspension)
0.1%

NDA #: 21-862

NDA SPONSOR: Alcon, Inc

SAFETY EVALUATOR: Felicia Duffy, RN

"COMMENDATIONS:

JMETS has no objections to the use of the proprietary name, Nevanac. This is considered a final decision.
However, if the approval of this application is delayed beyond 90 days from the signature date of this
document, the name and its associated labels and labeling must be re-evaluated. A re-review of the name will
rule out any objections based upon approval of other proprietary or established names.

2. DMETS recommends implementation of the label and labeling revisions outlined in section HI of this review to

minimize potential errors with the use of this product.

| 3. DDMAC finds the proprietary name Nevanac acceptable from a promotional perspective.

/8/

/S/

Denise Toyer, PharmD

Deputy Director

Division of Medication Errors and Technical Support
Office of Drug Safety

1e: (301) 827-3242 Fax: (301) 443-9664

Carol Holquist, RPh

Director

Division of Medication Errors and Technical Support
Office of Drug Safety

Phone: (301) 827-3242 Fax: (301) 443-9664




Division of Medication Errors and Technical Support (DMETS)
Office of Drug Safety
HFD-420; PKLN Rm. 6-34
Center for Drug Evaluation and Research

PROPRIETARY NAME REVIEW

DATE OF REVIEW: April 11, 2005

NDA #: 21-862

NAME OF DRUG: Nevanac
(Nepafenac Ophthalmic Suspension)
0.1%

NDA HOLDER: Alcon, Inc.

*** NOTE: This review contains proprietary and confidential information that should not be
released to the public.***

INTRODUCTION:

This consult was written in response to a request from the Division of Anti-Infective and
Ophthalmology Drug Products (HFD-520), for re-review of the proprictary name, Nevanac. The
proposed name was found acceptable by DMETS in ODS consult #04-0100 dated June 2, 2004. Draft
labels, labeling, and package insert were provided for review and comment.

PRODUCT INFORMATION

Nevanac is a sterile, topical, nonsteroidal anti-inflammatory product for ophthalmic use. Nevanac is
indicated for the treatment of postoperative pain and inflammation associated with cataract surgery. The
usual dose of Nevanac is one drop applied to the affected eye(s) three times daily. Dosing should begin
24 hours prior to cataract surgery, and continue on the day of surgery, and through the first two weeks of
the postoperative period. Nevanac has been administered safely in conjunction with other ophthalmic
medications such as antibiotics, beta-blockers, carbonic anhydrase inhibitors, alpha-agonists,
cycloplegics, and mydriatics. Nevanac will be supplied in LDPE plastic bottles containing 3 mL of
suspension in a 4 mL bottle.




IL

RISK ASSESSMENT:

The medication error staff of DMETS conducted a search of several standard drug product reference
texts' as well as several FDA databases’ for existing drug names which sound-alike or look-alike to
Nevanac to a degree where potential confusion between drug names could occur under the usual
clinical practice settings. A search of the electronic online version of the U.S. Patent and Trademark
Office’s Text and Image Database was also conducted’. An expert panel discussion was conducted
to review ali findings from the searches.

A. EXPERT PANEL DISCUSSION (EPD)

An Expert Panel discussion was held by DMETS to gather professional opinions on the
safety of the proprietary name Nevanac. Potential concerns regarding drug marketing and
promotion related to the proposed name were also discussed. This group is composed of
DMETS Medication Errors Prevention Staff and representation from the Division of Drug
Marketing, Advertising, and Communications (DDMAC). The group relies on their clinical
and other professional experiences and a number of standard references when making a
decision on the acceptability of a proprietary name.

1. DDMAC finds the proprietary name Nevanac acceptable from a promotional perspective.
2. The Expert Panel identified two proprietary names that were thought to have the potential for

confusion with Nevanac. These products are listed in table 1 (see below), along with the
dosage forms available and usual dosage.

Table 1: Potential Sound- Alike/Look-Ahke Names ldentlﬁed by DMETS Expert Panel
e e . |Usualaduitdose*” -~ - & |Other**# .
S ldrop in affec d eyie(s) three timies - | -

Kinevac Sincalide ' Gallbladder contraction: LA/SA
Injection: 5 meg/vial 0.02 mcg/kg injected IV over 30 to 60
seconds.

Pancreatic secretion stimulation: 30 mins
after initiating secretin, give a separate
I'V infusion of Kinevac at a total dose of
0.02 meg/kg over 30 mins.

Barium meal transit time acceleration:
0.04 meg/kg IV over a 30-60 second
interval.

*Frequently used, not all-inclusive.
**1 /A (look-alike}, S/A (sound-alike)
*** Name pending approval. Not FOI rcleasable.

" MICROMEDEX Integrated Index, 2005, MICROMEDEX, Inc., 6200 South Syracuse Way, Suite 300, Englewcod, Colorado
80111-4740, which includes all products/databases within ChemKnowledge, DrugKnowledge, and RegsKnowledge Systems.
2 Facts and Compansons, online version, Facts and Comparisons, St. Louis, MO.

3 AMF Decision Support System [DSS], the Division of Medication Errors and Technical Support [DMETS] database of

Proprietary name consultation requests, New Drug Approvals 98-05, and the electronic online version of the FDA Orange
Book.

F WWW location http://www.uspto.sovitmdb/index.html.




PHONETIC and ORTHOGRAPHIC COMPUTER ANALYSIS (POCA)

As part of the name similarity assessment, proposed names are evaluated via a
phonetic/orthographic algorithm. The proposed proprietary name is converted into its phonemic
representation before it runs through the phonetic algorithm. Likewise, an orthographic
algorithm exists which operates in a similar fashion. All names considered to have significant
phonetic or orthographic similarities to Nevanac were discussed by the Expert Panel 