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" CONSULTATION RESPONSE

: DIVISION OF MEDICATION ERRORS AND TECHNICAL SUPPORT

D . OFFICE OF SURVEILLANCE AND EPIDEMIOLOGY SN
: (DMETS; HFD-420, White Oak Building 22, Mail Stop 4447) ’

" Center for Drug Evaluation and Research

January 26, 2007 . June 26, 2007
DATE OF DOCUMENT: PDUFA DATE:
October 25, 2006 November 29, 2007
TO: Janice Soreth, M.D., Director

Division of Anti-Infective and Ophthalmology Products, HFD-520

THROUGH: Todd Bridges, RPh, Team Leader
Denise Toyer, PharmD, Deputy Director
Carol Holquist, RPh, Director

DATE RECEIVED: : DESIRED COMPLETION DATE: | OSE REVIEW #: 2007-224
, Division of Medication Errors and Technical Support

FROM: Diane C. Smith, PharmD, Safety Evaluator
: Division of Medication Errors and Technical Support
PRODUCT NAME: NDA SPONSOR: Alcon Research, Ltd.
Triesence '
(Triamcinolone Acetonide) Injection
40 mg/mL
)
J[NDA #: 22-048 (IND# ~—~—__

RECOMMENDATIONS:

1. Although DMETS has no objections to the use of the proprietary name, Triesence, from a look or sound-alike
" perspective. We are concerned that two triamcinolone acetonide products for intravitreal administration
(——— *** and Triesence) which differ in concentration will likely enter the marketplace in close proximity,
thus resulting in potential errors.

W 2. DMETS recommends implementation of the label and labeling revisions outlined in Section III of this review in
| order to minimize potential errors with the use of this product.

3. DDMAC finds the proprietary name, Triesence, acceptable from a promotional perspective.

I We would be willing to meet with the Division for further discussion, if needed. DMETS would appreciate
feedback of the final outcome of this consult. Please copy DMETS on any correspondence forwarded to the

sponsor pertaining to this review. If you have further questions or need clarifications, please contact

Anne Crandall, OSE Project Manager, at 301-796-2282.

Name Pending Approvable. Not FOI releasable.
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- PATENT CERTIFICATION T

) Paragraph | Certification

In accordance with the Federal Food, Drug and Cosmetic Act, Patent
Certification is hereby provided for Alcon, Inc.’s New Drug Application NDA 22-
048/NDA 22-223 for TRIESSENCE™ (triamcinolone acetonide injectable

suspension), 40 mg/mL.

Alcon, Inc. hereby certifies that, in its opinion and to the best of its
knowledge, there are no patents listed in the FDA's Orange Book for either
KENALOG®-40 (NDA 14-901) or NASACORT® HFA (NDA 20-784). This
certification is made in accordance with Section 505(b)(2)(A) of thé Federal
Food, Drug, and Cosmetic Act, and pursdant to 21 CFR 314.50(a)(i)(1)(i)}(A)(1).

On behalf of
Alcon, Inc.

[ d

gg G{Brow

9 lpn [07]

Date v




TRIESENCE™ (triamcinolone acetonide injectable suspension) NDA 22-048

™ _. . 3.A.2. PATENT CERTIFICATION . - e
The completed patent certification forms (form FDA 3542a) are attached.

Appears This Way
On Originall

3.A.2. Patent Certification, Page 1



Department of Health and Human Servi Form Approved: OMB No. 0910-0513
p ces Expiration Date: 07/31/06

Food and Drug Administration See OMB Statement on Page 3.

PATENT INFORMATION SUBMITTED WITH THE | DA NUMBER

e FlLINGOF AN NDA, AMENDMENT, OR SUPPLEMENT | 22-048 - e
! 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)

TRIESENCE™

ACTIVE INGREDIENT(S) STRENGTH(S)

triamcinolone acetonide 40 mg/mlL -
DOSAGE FORM

injectable 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 after approval of an NDA or supplement, or within thirty (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
upon by FDA for listing a patent in the Orange Book. 3

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 file 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 § and 6. - .

1. GENERAL - e N L A
a. United States Patent Number » ' T | b. Issue Date of Patent Te Explratlon Date of Patent -
5,770,589 6/23/1998 6/23/15 '
d. Name of Patent Owner Address (of Patent Owner).
Advanced Ocular Systems Limited 117 Stirling Highway
City/State
Nedlands, Western Australia
ZIP Code i FAX Number (if available)
Australia 6009 61-8-9389-7044 )
Telephone Number E-Mail Address (if available)
61-8-9389-7066 admin@advancedocular.com
e. Namé 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 | 745 Fifth Avenue
receive notice 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 applicantfholder does nof reside or havea | New York, NY
place of business within the United States) -

. ZIP Code FAX Number (if availabl
< Thomas J. Kowalski 10 lg? e 212_5;; ;5: éoavala )
Frommer Lawrence & Haug LLP
| Telephone Number E-Mail Address (if available)
212-588-0800

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

approved NDA or supplement referenced above? D Yes No
g. If the patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date? D Yes D No
FORM FDA 3542a (7/03) Page 1

PSC Modia Ans (301) 443-1090  EF




For the patent referenced above, provide the following information on the drug substance drug product and/ar method of
use that is the subject of the pendmg NDA, amendment, or supplement.

s

2 Drug Substante (Actit ‘ _ e
1 ‘Does the patent claim the drug substance that ns the active mgreduent in the drug product .

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

2.3 Ifthe answer to question 2.2 is "Yes," do you certify that, as of the date of this declaration, you have test 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 resuits 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 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) [1ves No

[:l Yes E No

5

2.6 Does the patent claim only an intermediate?

2.7 I|f 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.) D Yes : E] No
- -\,\riarug-'Produc' . S e S
/" Does the patent claim the‘drug product as deﬁned in 21 CFR 314.3,in the Apendmg NDA
amendment, or suppiement? ) Yes D No

3.2 Does the patent claim only an intermediate?

D Yes No

3.3 [ the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is requnred only if the patent isa productby—process patent ) D Yes : D No

4. Method of. Use

Sponsors must submit the infonnat:on in sectlon 4 separately for each patent cla:m claimlng a method of using the pendmg 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 D No
4.2 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 cfaim a pending method
1 of use for.which approval is being sought in the pending NDA,
amendment, or supplement? iz Yes [:I No

4.2a If the answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved labeling.}
“Yes," identify with speci- .
ficity the use with refer-

ence to the proposed Usein ——oo e
labeling for the drug
product,
4.3 Patent Claim Number (as fisted in the patent) Does the patent claim referenced in 4.2 claim a pending method
2 of use for which approval is being sought in the pending NDA,
amendment, or supplement? IZ Yes I:I No
4.3a If the answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved labeling.)
“Yes," identify with speci- :
ficity the use with refer- Use in - ) e T e an ),
ence to the proposed
labeling for the drug
product.
FORM FDA 3542a (7/03) Page 2

PSC Media Adts (301) 443-1030  EF



4.4 Patent Claim Number (as fisted 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 EI No
“JMa-fthe answerto 4.21is Use: (Submit indication or method of use information as identified specifically in the approved fabéling.)
"Yes,"” identify with speci- :
ficity the use with refer- Use in oo
ence to the proposed i
labeling for the drug : .
product. :
4.5 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method
4 of use for which approval is being sought in the pending NDA,
. ’ amendment, or supplement? E Yes D No
4.5a 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 speci-

ficity the use with refer- Use in
ence to the proposed

labeling for the drug

product.
4.6 Patent Claim Number (as listed in the patent) 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? ' Yes D No
4.6a Ifthe answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved labeling.)

“Yes," identify with speci-
ficity the use with refer- Use in = . _ .

ence to the proposed
labeling for the drug
product.
4.7 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? IZ Yes L—_J No
4.7a ifthe answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved labeling.)
“Yes," identify with speci- :
ficity the use with refer- Use in
ence to the proposed
labeling for the drug
v product. .
#8 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method
: 7 of use for which approval is being sought in the pending NDA,
amendment, or supplement? & Yes D No
4.8a ifthe answerto 4.2 is Use: (Submit indication or method of use information as identified specificaily in the approved labeling.)
"“Yes," identify with speci-
ficity the use with refer- Use in -
ence to the proposed
labeling for the drug
product.
4.9 Patent Claim Number (as fisted in the patent) Does the patent claim referenced in 4.2 claim a pending method
.8 of use for which approval is being sought in the pending NDA,
amendment, or supplement? Yes INo
4.9a ifthe answerto4.2is ~ Use: (Submit indication or method of use information as identified specifically in the approved labeling.)
"Yes," identify with speci- ) i . .
ficity the use with refer- Use in
ence to the proposed
labeling for the drug
product.
4.10 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method
13 of use for which approval is being sought in the pending NDA,
amendment, or supplement? Yes El No
4.10alf the answerto 4.2is Use: (Submit indication or method of use information as identified specifically in the approved labeling.)
"Yes," identify with speci-
ficity the use with refer- Use in . -
ence to the proposed . -
labeling for the drug
product.
4.11 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method
14 of use for which approval is being sought in the pending NDA,
: amendment, or supplement? Yes D No
1alfthe answerto 4.2 is Use: (Submit indication or methad of use information as identified specifically in the approved labeling.)
“Yes," identify with speci-
ficity the use with refer- Use in

ence to the proposed
labeling for the drug
product.

FORM FDA 3542a (7/03) - mmaonum?e E?;



5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substarice (active ingredient),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to 3
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

h ‘ne manufacture, use, or sale of the drug product e -

6 Declaratlon Cerﬁﬁcatlen

6.1 The undersigned declares that thls is an accurate and complete subm:ss:on of patent mformat:on for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing

. is true and correct.

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attorney, Agent, Representative or Date Signed
other Authorized Official) (Provide Information below)

SPyg A | Sl

. A"
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.

L__] NDA Applicant/Holder NDA Applicant's/Holder's Attorney, Agent (Representative) or other
' ~ Authorized Official
D Patent Owner |:] Patent Owner's Attorney, Agent (Representative} or Other Authorized
Official
Name
Gregg C. Brown
Y [Address Chy/State
* | 6201 South Freeway, MS TB4-8 Fort Worth, Texas
ZIP Code : Telephone Number
76134-2099 817-551-8663
FAX Number (if available) . E-Mail Address (if available)
817-551-4610 _| Gregg.brown@alconlabs.com
Appears This Way
On Original

FORM FDA 3542a (7/03) i Msmwf:?gge 1~:4F



"The public repoﬁing burden for this collection of information has been estimatéd to average 9 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:

N Food and Drug Administration R
R T T ~- - CDER (HFD-007) N
S 5600 Fishers Lane

Rockville, MDD 20857

 An agency may not conduct or sponsor, and a person is not fequz‘red to respond to, a collection of
information unless it displays a currently valid OMB control number.

Appears This Way
On Original

FORM FDA 3542a (7/03) : Page 5
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

General Information

*To submit patent information to the ageéncy the appropriate
patent declaration form must be used. Two forms are available
for patent submissions. The approval status of your New Drug
Application will determine which form you should use. -

eForm 3542a should be wused when submitting patent
information with original NDA submissions, NDA amendments
and NDA supplements prior to approval.

eForm 3542 should be used after NDA or supplemental
approval. This form is to be submitted within 30 days after
approval of an application. This form should also be used to
submit patent information relating to an approved supplement
under 21 CFR 314.53(d) to change the formulation, add a new

. indication or other condition of use, change the sirength, or to
make any other patented change regarding the drug, drug
product, or any method of use.

1
e Form 3542 is also to be used for patents issued- after drug
approval. Patents issued after drug approval are required to be :
submitted within 30 days of patent issuance for the patent to be
considered "timely filed.”

.. *Only information from form 3542 will be used for Orange
"\, Book Publication purposes.

" e Forms should be submitted as described in 21 CFR 314.53. An
additional copy of form 3542 to the Orange Book Staff will
expedite -patent publication in the Orange Book. The Orange
Book Staff address (as of July 2003) is: Orange Book Staff,
Office of Generic Drugs OGD/HFD-610, 7500 Standish Place,
Rockville, MD 20855.

« The receipt date is the date that the patent information is date
stamped in the central document room. Patents are considered
* listed on the date received.

« Additional copies of these forms may be downloaded from the
Intérnet at: http://forms.psc. gov/formv/fdahtm/fdahtm. hrml.

- First Section

Complete all items in this section.

1. General Section

Complete all items in this section with reference to the patent
itself,

1c) Include patent expiration date, including any Hatch-Waxman
patent extension already granted. Do not include any
applicable pediatric exclusivity. The agency will include
pediatric exclusivities where applicable upon publication.

1d) Include full address of patent owner. If patent owner resides
outside the U.S. indicate the country in the zip code block.

N PATENT INFORMATION SUBMITTED WITH THE FILING - ...
) OF AN NDA, AMENDMENT OR SUPPLEMENT o

27)

Answer this question if applicable. If patent owner and NDA
applicant/holder reside in the United - States, leave space
blank.

le)

2. Drug Substance (Active Ingredient)

Complete all items in this sectiori if the patent claims the drug
substance that is the subject of the pending NDA, amendment, or
supplement.”

2.4) Name the polymorphic form of the drug identified by the
. patent. . ’

A patent for a metabolite of the approved active ingredient
may not be subiitted. If the patent claims an approved
method of using the approved drug product to administer
the metabolite, the patent may._be submitted-as-a-method-of |
use patent depending on the responses to section 4 of this
form.

2.5)

Answer this question only if the patent is a product-by-
process patent. '

3. Drug Product (Composition/Formulation)

Complete all items in this section if the patent claims the drug
product that is the subject of the pending NDA, amendment, or
supplement.

3.3) An answer to this question is required only if the referenced
patent is a product-by-process patent.

4. Method of Use

Compilete all items in this section if the patent claims a method of
use of the drug product that is the subject of the pending NDA,
amendment, or supplement,

4.2) Identify by number each claim in the patent that claims the
use(s) of the drug for which approval is being sought.
Indicate whether or not each individual claim is a claim for
a method(s) of use of the drug for which approval is being
sought.

4.2a) Specify the part of the propdsed drug labeling that is
claimed by the patent.

5. No Relevant Patents

Complete this section only if applicable.
6. Declaration Certification
Complete all items in this section,

6.2) Authorized signature, Check one of the four boxes that best
describes the authorized signature.

FORM FDA 3542a (7/03)

Page 6
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Department of Health and Human Services Form Approved: OM8 No. 0910-0513
Expiration Date: 07/31/06

. Food and Drug Administration See OMB Statement on Page 3.

PATENT INFORMATION SUBMITTED WITH THE AT
_FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 2.048 e

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)

TRIESENCE™ - ‘

ACTIVE INGREDIENT(S) . STRENGTH(S)

triamcinolone acetonide 40 mg/mL o
DOSAGE FORM

injectable 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 thity (30) days after approval of an NDA or supplement, or within thirty (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
upon by FDA for listing a patent in the Orange Book. i

| 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 file an incomplete patent declaratlon or the patent declaration indicates the
patent is not eligible for listing.

¥ each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
«tformation described below. i you are not submitting any patents for this pending NDA, amendment, or supplement,
» complete above sectlon and sectlons Sand 6.

1 a. United States Patent Number ) T b. Issue Date of Patent T ékbire{ion Date of Patent

6,395,294 _ 5/28/2002 1/13/2020

d. Name of Patent Owner Address (of Patent Owner)

Advanced Ocular Systems Limited 117 Stirling Highway
City/State
Nedlands, Western Australia
ZIP Code ) FAX Number (if available)
Australia 6009 | 61-8-9389-7044 )
Telephone Number E-Mail Address (if available)
61-8-9389-7066 admin@advancedocular.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 | 745 Fifth Avenue
receive notice 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 applicant’holder does not reside or havea | New York, NY
place of business within the United States) -

. ZIP Code FAX Number (if available)
<=
Thomas J. Kowalski 10151 212-588-0500
Frommer Lawrence & Haug LLP A
Telephone Number E-Mail Address (if available)
212-588-0800

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

approved NDA or supplement referenced above? D Yes No
g. If the patent referenced ahove has been submitted previously for listing, is the expiration
date a new expiration date? D Yes D No
FORM FDA 3542a (7/03) ] Page 1

PSC Media Ants (301) 443-10%0  EF



For the patent referenced above, provide the following information on the drug substance, drug product andlor method of
use that is the subject of the penclmg NDA amendment, or supplement.

2 BmgSubsta_: ei@ lngredi S
“\ Boes the patent ciaim the drug substancethatlstheachve lﬁgredlentmthe drug product D S

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

2.3 |If the answer to question 2.2 is "Yes," do you certify that, as of the date of this declaration, you have test 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 heve the test results described in 2.3.

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

drug product to administer the metabolite.) . D Yes No

DYes No

2,6 Does the patent claim only an intermediate?

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.) D Yes D No

Fo'

-r«—qmgmanc (Compuosi 4]
/ Does the patent clalm the drug product as deﬁned in 21 CFR 314. 3 in the pendlng NDA
amendment, or supplement? Yes D No

3.2 Does the patent claim only an intermediate?
L—_l Yes 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 requnred only if the patentis a product -by-process patent.) D Yes [:I No

4. Method's :se'

Sponsom must submit the informaﬂon in section 4 separately for each patent claim claiming a method of usmg the pendmg drug
product for which approval is being sought. For each method of use claim referenced, provide the followlng 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? E Yes D No
4.2 Patent Claim Number (as listed in the patent) Does the patent claim teferenced in 4.2 claim a pending method
1 . 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: (Submit indication or method of use information as identified specifically in the approved fabeling.)
“Yes," identify with speci- delineati isualizatio e vitr duri i 1 ical procedure.
ficity the use with refer- Use for delineation (visualization) of th eous during a vitrectomy surgical p

ence to the proposed
labeling for the drug

product.
4.3 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method
2 of use for which approval is being sought in the pending NDA,
] amendment, or supplement? Yes o
4.3a Ifthe answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved tabeling.)
"Yes," identify with speci-
ficity the use with refer- Use for delineation (visualization) of the vitreous during a vitrectomy surgical procedure.

2nce to the proposed
labeling for the drug
product.

Page 2
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4.4 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim é pending method

|
]
!
4 of use for which approval is being sought in the pending NDA, i
amendment, or supplement? Yes - ... D No !
“a Ifthe answerto 4.2 is - Use: (Submit indication or metfiod of use information as identified specifically in the approved labeling.) !
- "Yes," identify with speci- . . i ' '
ficity the use with refer- ' f
ence to the proposed Use for delineation (visualization) of the vitreous during a vitrectomy surgical procedure. '
labeling for the drug . ' , ]
product. : - . _ .
4.5 Patent Claim Number (as listed in the patent) 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? ' Yes [Ino
4.5a Ifthe answerto4.2is ~ Use: (Submit indication or method of use information as identified specifically in the approved labeling.

“Yes," identify with speci- _ o

ficity the use with refer-  Use for delineation (visualization) of the vitreous during a vitrectomy surgical procedure.)
ence to the proposed

labeling for the drug

product.
4.6 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? Yes EI No -
4.6a if the answerto 4.2 is Use: (Submit indication or method of use information as identiied specifically in the approved labeling.)

"Yes," identify with speci-
ficity the use with refer-  Use for delineation (visualization) of the vitreous during-a vitrectomy surgical procedure.
ence to the proposed
labeling for the drug
product.
4.7 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method

15 of use for which approval is being sought in the pending NDA,
amendment, or supplement? ] E Yes D No
4.7a If the answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved labeling,)
"Yes," identify with speci- _
ficity the use with refer-  Use for delineation (visualization) of the vitreous during a vitrectomy surgical procedure.
ence to the proposed :
-, labeling for the drug '

LT e S5

For this pending NDA, amendment, or supplement, there are no refevant 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. ’

<3

6. Declaration Certificatian

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

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6;2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attomey, Agent, Representative or Date Signed
other Authorized Official} (Provide Information below)

DPFC I AT |

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).

ORM FDA 3542a (7/03) . Page 3
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Check applicable box and provide informétion below.

- {3 NDA Applicant/Holder

- B npa Applicaht'sIHolder's Attomey, Agent (Representative) or other
- Authorized Official

D, Patent Owner

[:] Patent 'Owner"s Attoméy, Agent (Representative) or Other Authorized

817-551-4610

Official ’
Name
Gregg C. Brown
Address City/State
| 6201 South Freeway, MS TB4-8 Fort Worth, Texas U
zZiP dee Telephone Number
76134-2099 817-551-8663
FAX Number (if available) E-Mait Address (if available)

Gregg.brown@alconlabs.com

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

The public reporting burden for this collection of information has been estimated to average 9 hours per response, including the time for reviewing
instructions, searching existing dafa 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, incfuding suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockville, MD 20857

Appears This Way
COn Criginal

FORM FDA 3542a (7/03)
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- “"EXCLUSIVITY SUMMARY

NDA # 22-048 & 22-223 SUPPL # HED # 520
Trade Name Triesence -

Generic Name triamcinolone acetonide injectable suspension 40mg/mL

Applicant Name Aicon Research Ltd.

Approval Date, If Known 11/29/07

PARTI IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to

one or more of the following questions about the submission.

a) Isita 505(b)(1), 505(b)(2) or efﬁcaéy supplement?

YES [X] NO[ ]
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SES, SE6, SE7, SE8
505(b)(2)

¢) 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 bioavailability or bioequivalence
data, answer "no.")

YES NO[]

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

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



YES[ ] NO

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

- d) Did the applicant request exclusivity?

¢) Has pediatric exclusivity been granted for this Active Moiety?

YES[]. No[X

If the answer to the above question in YES. is this approval a result of the studies submitted in
response to the Pediatric Written Request?

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

3
)

2. Is this drug product or indication a DESI uﬁg‘radc?

YES ] No [X]
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. Single active ingredient product.

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 an already approved active moiety.

YES [X] NO [ ]

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

Page 2
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NDA# 14-901 -~ Kenalog -40

NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination 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, is 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#
NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART I 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 IIl.

| PARTIII THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an'application or supplement must contain "reports of new

clinical investigations (other than bioavailability studies) essential to the approval of the application
and conducted or sponsored by the applicant." This section should be completed only if the answer

to PART II, Question 1 or 2 was "yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability studies.) If
the application contains clinical investigations only by virtue of a right of reference to clinical
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

Page 3



- If yes, explain: S

© 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:

Clinical trial C-05-62 Clinical Evaluation of the Safety and Efficacy of
Preservative-Free Triamcinolone Acetonide Sterile Suspension for Visualization
‘During Vitreoretinal Surgery

.Clinical Study report C-06-26, a meta-analysis of 300 peer-reviewed amcles
(299 articles plus one study group report)

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

B
)

3. In addition to being essential, 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.")

Investigation #1 YES I___I NO
Investigation #2 _ YES[] NO =

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 previously approved drug product?
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Investigation #1 e ) YES[] NO X] -

Investigation #2 YES[] = NO[

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

c) 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.¢., the investigations listed in #2(c), less any
that are not "new"):

Clinical trial C-05-62 Clinical Evaluation of the Safety and Efficacy of
Preservative-Free Triamcinolone Acetonide Sterile Suspension for Visualization During
Vitreoretinal Surgery

Clinical Study report C-06-26, a meta-analysis of 300 peer-reviewed articles (299 articles
plus one study group report) ,

4. To be eligible for exclusivity, a new investigation that is 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.

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?

Investigation #1 !
) !
IND # YES [X] ' NO []
! Explain:
Investigation #2 P
!
IND # YES [] ! NO [X]
! Explain:
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- e Study report of meta analysis of 299 peerteviewed
articles and 1 study report

(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 !
!
YES [] ' No X
Explain: ! Explain: _
Investigation 1 was done by the sponsor
Investigation #2 r
!
YES [ ] ! NO
Explain: ! Explain:
meta analysis 0f 299 peer reviewed articles and 1
study report.

(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.)

vyEs[] No[X

If yes, explain:

-

Name of person completing form: Carmen DeBellas
Title: Project Manager
Date: November 26, 2007
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Name of Office/Division Director signing form: Wiley Chambers, MD
Title: Acting Division Director .

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05

4

Appears This Way
On Original
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- This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

/s/

Wiley Chambers
12/5/2007 04:05:25 PM
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PEDIATRIC PAGE
(Complete for all filed original applications and efficacy supplements)

" DA/BLA #:___ 22-048 and 22-223 Supplement Type (e.g. SES): Supplement Number:
Stamp Date: May 29, 2007 PDUFA Goal Date: __ November 29, 2607

HFD_520 Trade and generic names/dosage form: triamcinolone acétonide injectable suspension 40 mg/mL

Applicant: Alcon Research Ltd. Therapeutic Class: __Ophthalmic -corticosteriod

Does this application provide for new active ingredient(s), new indication(s), new dosage form, new dosing regimen, or new
route of administration? *

X Please proceed to the next question.  This is a new formulation.

O No. PREA does not apply. Skip to signature block.

* SES, SE6, and SE7 submissions may also trigger PREA. If there are questions, please contact the Rosemary Addy or Grace Carmouze.

Indication(s) previously approved (please complete this section for supplements only): NA

Each indication covered by current application under review must have pediatric studies: Completed, Deferred, and/or Waived.

Number of indications for this application(s): S p

Indication #1: Sympathetic Ophthalmia , Completed
Indication #2 Temporal Arteritis, Completed
Indication #3 Uveitis, Completed
adication #4 Qcular Inflammatory Conditions Unresponsive to Topical Corticosteriods, Completed
fndicaiton #5 Visualization During Vitrectomy, Completed

Is this an orphan indication?
8 Yes. PREA does not apply. Skip to signature block.
X No. Please proceed to the next question.
Is there a full waiver for this indication (check one)?
{J Yes: Please proceed to Section A.
X No: Please check all that apply: ____ Partial Waiver ____Deferred ___ X 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: .
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

Other:

ooooo

If studies ave fully waived, then pediatric information is complete for this indication. If there is another indication, please see




NDA 22-048
- NDA 22-223
Page 2

‘;dlaéh'mem A: Otherwise, this Pediatric Page'is complete and should be entered into DFS.

Section B: Partially Waived Studies
Age/weight range being partially waived (fill in applicable criteria below):

Min kg mo. yx". : Tanner Stage,

Max kg mo, yr. Tanner Stage
Reason(s) for partial waiver: :

Products in this class for this indication have been stadied/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:

- pOopCOoOoo

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

i
4

Section C: Deferred Studies

Age/weight range being deferred (fill in applicable criteria below):

Min kg mo, yr. Tanner Stage
kg

Max mo, yr. Tanner Stage,

Reason(s) for deferral:

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:

oo00oo

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

Agefweight range of completed studies (fill in applicable criteria below):

-

Min kg mo. O o yr. Tanner Stage
Max kg mo._|{( - yr. Tanner Stage
Comments:

This medication will be available to newborns.




NDA 22-048
NDA 22-223
Page 3

}
!

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

This [iage was completed by:

RN T TV Y P P RN P R R S R R AT L

Regulatory Project Manager

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE -==7 7T~ 7'~ - —77 77 77 n

NE AR Al SR

(Revised: 10/10/2006)

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

R

Carmen DeBellas
11/26/2007 01:28:25 PM

Appears This Way
On Criginai



TRIESENCE™ (triamcinolone acetonide injectable suspension) NDA 22-048

- 3.A.3. DEBARMENT CERTIFICATION- ' - e
Item 16: Debarment Certification

Alcon, Inc. and its affiliated companies, Alcon Research 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. __

— i
— R i

(5 \\ Wolp S2%
Terry J. Dagnon Y { " : Date
Director Regulatory Affairs

Appears This Way
On Original

3.A.3 Debarment Certification, Page 1




ACTION PACKAGE CHECKLIST

NDA # 22-048 & If NDA, Efficacy Supplement Type
22-223
Proprietary Name: Triesence

Established Name: triamcinolone acetonide suspension 40mg/ml. | Applicant: Alcon Research

injection

RPM: DeBellas Division: 520 ' Phone # 301-796-1203
NDAs: 505(b)(2) NDAs and 505(b)(2) NDA supplements:

NDA Application Type: [ ] 505(b)(1) X 505(b)(2) Listed drug(s) referred to in 505(b)(2) application (NDA #(s), Drug
Efficacy Supplement: [ ] 505(b)(1) [_] 505(b)(2) name(s)):

NDA 14-901 — Kenalog-40

(A supplement can be either a (b)(1) or a (b)(2) regardless | NDA 20-784- Nasacort HFN
of whether the original NDA was a (b)(1) or a (b)(2).
Consult page 1 of the NDA Regulatory Filing Review for | Provide a brief explanation of how this product is different from the

this application or Appendix A to this Action Package listed drug.

Checklist.) Triesence has no preservative and reduced concentrations of the
wetting agent and the suspending agent with addition of essential ions,
tonicity agent and buffering agents. Benzyl alcohol has been removed.

[] If no listed drug, check here and explain:

Review and confirm the information previously provided in
Appendix B to the Regulatory Filing Review. Use this Checklist to
update any information (including patent certification

! information) that is no longer correct.

X Confirmed {7] Corrected
Date: November 14 2007

< User Fee Goal Date November 29, 2007
% Action Goal Date (if different)
% Actions ?&’“ » , 3 w: : ‘ ‘ .?J,,,.I ‘ %2
. X AP  [JTA [JAE
e Proposed action [INA L[ICR
¢ Previous actions (specify type and date for each action taken) - X None
% Advertising (approvals only) X Requested in AP letter
Note: If accelerated approval (21 CFR 314.510/601.41), advertising must have been [J Received and reviewed

submitted and reviewed (indicate dates of reviews)

Version: 7/12/06



Page 2

K/

% Application Characteristics

Review priority: | | Standard X Priority
Chemical classification (new NDAs only):

NDAs, BLAs and Supplements:
[] Fast Track

[] Rolling Review

[ ] CMA Pilot 1

[] CMA Pilot 2

[[] Orphan drug designation

NDAs: Subpart H
[] Accelerated approval (21 CFR 314.510)
[ ] Restricted distribution (21 CFR 314.520)
Subpart I
[C] Approval based on animal studies

BLAs: Subpart E

Subpart H

NDAs and NDA Supplements:
[ ] OTC drug
Other:

Other comments:

[ ] Accelerated approval (21 CFR 601.41)
[] Restricted distribution (21 CFR 601.42)

[[] Approval based on animal studies

R

<+ Application Integrity Policy (AIP)

"\% ¢  Applicant is on the AIP [] Yes X No
e  This application is on the AIP [J Yes X No
e  Exception for re'view (file Center Director’s memo in Administrative [] Yes [ No
Documents section)
e OC clearance for approval (file communication in Administrative ] Not an AP action

Documents section)

{] Yes

o

<+ Public communications (approvals only)

X Yes [] No

e Office of Executive Programs (OEP) liaison has been notified of action
e Press Office notified of action X Yes [] No
A X None

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

Version: 7/12/2006

[] FDA Press Release
[] FDA Talk Paper
[] CDER Q&As

[] other




Page 3

< Exclusivity
e NDAs: Exclusivity Summary (approvals only) (file Summary in Administrative
; X Included
Documents section)
e Is approval of this application blocked by any type of exclusivity? X No [] Yes
e NDAs/BLAs: Is there existing orphan drug exclusivity for the “same” drug
or biologic for the proposed indication(s)? Refer to 21 CFR 316.3(b)(13) for | X No [ Yes
the definition of “same drug” for an orphan drug (i.e., active moiety). This | If, yes, NDA/BLA # and
definition is NOT the same as that used for NDA chemical classification. date exclusivity expires:
e NDAS: Is there remaining 5-year exclusivity that would bar effective
approval of a 505(b)(2) application? (Note that, even if exclusivity remains, | X No [ Yes
the application may be tentatively approved if it is otherwise ready for If yes, NDA # and date
approval.) exclusivity expires:
e NDAs: Is there remaining 3-year exclusivity that would bar effective
approval of a 505(b)(2) application? (Note that, even if exclusivity remains, | X No [ Yes
the application may be tentatively approved if it is otherwise ready for If yes, NDA # and date
approval.) exclusivity expires:
e NDAs: Is there remaining 6-month pediatric exclusivity that would bar X No [ Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity | If yes, NDA # and date

remains, the application may be tentatively approved if it is otherwise ready
for approval.)

7
0’0

Patent Information (NDAs and NDA supplements only)

exclusivity expires:

i

Patent Information:

Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. If the drug is an old antibiotic, skip the Patent
Certification questions.

X Verified
[] Not applicable because drug is
an old antibiotic.

Patent Certification [S05(b)(2) applications]:
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent.

[505(b)(2) applications] If the application includes a paragraph III certification,
it cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for
approval).

21 CFR 314.50(1)(1)(i)(A)
X Verified

21 CFR 314.50(i)(1)
O Gy [ i)

[] No paragraph III certification
Date patent will expire

[505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

[505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s

L] N/A (no paragraph IV certification)
[] Verified

D Yes ] No

Version: 7/12/2006
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notice of certification?

{Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below. If “Ne,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee)
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107(£)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph [V certification in the application, if any. If there are no other
paragraph 1V certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day

period (see 21 CFR 314.107(f)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive its
right to bring a patent infringement action or to bring such an action. After the
45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee)
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(£)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next

paragraph 1V certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary Reviews).

If “Ne,” continue with question (5).

(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2)). If no written notice appears in the

[] Yes

[ Yes

] Yes

D Yes

NDA file, confirm with the applicant whether a lawsuit was commenced

L] No

DNO

[] No

DNo

Version: 7/12/2006
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within the 45-day period).

If “No,” there is no stay of approval based on this certification. Analyze the
next paragraph IV certification in the application, if any. If there are no other
paragraph 1V certifications, skip to the next section below (Summary
Reviews).

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the Director, Division of Regulatory Policy II, Office
of Regulatory Policy (HFD-007) and attach a summary of the response.

*

BLA approvals only: Licensing Action Rec

SRRy S

ommendation Memo (LARM) (indicate date)
o s T A

Package Insert

e Most recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

¢ Summary Reviews (e.g., Office Director, Division Director) (indicate date for each November 29, 2007
review)
< N/A

*  Most recent applicant-proposed labeling (only if subsequent division labeling
does not show applicant version)

November 28, 2007

e  Original applicant-proposed labeling May 24, 2007
e Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable
< Patient Package Insert v/ : :
i ¢ Most-recent division-proposed labeling (only if generated after latest applicant N/A
submission of labeling)
¢ Most recent applicant-proposed labeling (only if subsequent division labeling N/A
does not show applicant version)
¢  Original applicant-proposed labeling N/A
o  Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable | N/A
< Medication Guide B PSRty
*  Most recent division-proposed labeling (only if generated after latest applicant N/A
submission of labeling)
®  Most recent applicant-proposed labeling (only if subsequent division labeling N/A
does not show applicant version) :
e Original applicant-proposed labeling N/A
e Other relevant labeling (e.g., most recent 3 in class; class labeling) N/A
% Labels (full color carton and immediate-container labels) .
e Most-recent division-proposed labels (only if generated after latest applicant N/A
submission)
*  Most recent applicant-proposed labeling May 24, 2007
<> Labe%mg reviews and minutes of any labeling meetings (indicate dates of reviews and X DMETS 11/27/07
meetings) [] DSRCS
[] pbMAC

X SEALD November 28, 2007
] Other reviews
[J Memos of Mtgs
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.‘

Administrative Reviews (RPM Filing Review/Memo of Filing Meeting; ADRA) (indicate
date of each review)

July 20, 2007 and updated
November 14, 2007

NDA and NDA supplement approvals only: Exclusivity Summary (signed by Division

Director) : X Included
% AlP-related documents
e  Center Director’s Exception for Review memo N/A
e If AP: OC clearance for approval N/A
% Pediatric Page (all actions) X Included

L)

2
0.0

Debarment certification (original applications only): verified that qualifying language was
not used in certification and that certifications from foreign applicants are cosigned by

X Verified, statement is

U.S. agent. (Include certification.) acceptable
< Postmarketing Commitment Studies X None
¢ Outgoing Agency request for post-marketing commitments (if located elsewhere N/A
in package, state where located)
¢ Incoming submission documenting commitment N/A
% Outgoing correspondence (letters including previous action letters, emails, faxes, telecons) | Included
< Internal memoranda, telecons, email, etc. Included

Minutes of Meetings

e  Pre-Approval Safety Conference (indicate date; approvals only) N/A
e Pre-NDA/BLA meeting (indicate date) October 3, 2006
e EOP2 meeting (indicate date) X Nomtg

Federal Register Notices, DESI documents, NAS/NRC reports (if applicable)

= o Other (e.g., EOP2a, CMC pilot programs)
% Advisory Committee Meeting X No AC meeting
e Date of Meeting N/A
e  48-hour alert or minutes, if available N/A
< N/A

% CMC/Product review(s) (indicate date for each review) October 31, 200
< Reviews by other disciplines/divisions/Centers requested by CMC/product reviewer X None

(indicate date for each review)

BLAs: Product subject to lot release (APs only)

[ Yes

X No

Environmental Assessment (check one) (original and supplemental applications)

e X Categorical Exclusion (indicate review date)(all original applications and
all efficacy supplements that could increase the patient population)

October 31, 2007

e [ Review & FONSI (indicate date of review)

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

NDAs: Microbiology reviews (sterility & apyrogenicity) (indicate date of each review)

September 19, 2007
X Not a parenteral product

*,
0‘0

Facilities Review/Inspection

% NDAs: Facilities inspections (include EER printout)

Date comleted: August 3, 2007
X Acceptable
[] Withhold recommendation

Version: 7/12/2006
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s BLAs: Facility-Related Documents
e  Facility review (indicate date(s))
e Compliance Status Check (approvals only, both original and supplemental
applications) (indicate date completed, must be within 60 days prior to AP)

N/A

[ Requested
[] Accepted
[] Hold

¢ NDAs: Methods Validation

] Completed
[J Requested
X Not yet requested
] Not needed

’\Q‘ 2 RS Sl
< Pharm/tox review(s), including referenced IND reviews (indicate date for each review) October 25, 2007
%+ Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date
for each review) . X None
<+ Statistical review(s) of carcinogenicity studies (indicate date for each review) X No carc
% ECAC/CAC report/memo of meeting N/A

+* Nonclinical inspection review Summary (DSI)

o,
0.0

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

X None requested

November 27, 2007

.
0.0

Financial Disclosure reviews(s) or location/date if addressed in another review

Clinical Review

"

*» Clinical consult reviews from other review disciplines/divisions/Centers (indicate date of
each review)

X None

Microbiology (efficacy) reviews(s) (indicate date of each review)

X Not needed

<+ Safety Update review(s) (indicate location/date if incorporated into another review)

Clinical Review .

Risk Management Plan review(s) (including those by OSE) (indicate location/date if
incorporated into another review)

N/A

Controlled Substance Staff review(s) and recommendation for scheduling (indicate date of
each review)

X Not needed

< DSl Inspection Review Summary(ies) (include copies of DSI letters to investigators)

X None requested

e  Clinical Studies N/A

e Bioequivalence Studies N/A

¢ Clin Pharm Studies N/A
< Statistical Review(s) (indicate date for each review) October 19, 2007
¢ Clinical Pharmacology review(s) (indicate date for each review) November 20, 2007

Appears This Way
- On Criginal
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Appendix A to Action Package Checklist

n NDA or NDA supplemental application is likely to be a 505(b)(2) application if:

(1) Itrelies on published literature to meet any of the approval requirements, and the applicant does not have a written
right of reference to the underlying data. If published literature is cited in the NDA but is not necessary for
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application.

(2) Or itrelies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the
applicant does not own or have right to reference the data supporting that approval.

(3) Oritrelies on what is "generally known" or "scientifically accepted" about a class of products to support the
safety or effectiveness of the particular drug for which the applicant is seeking approval. (Note, however, that this
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see-21 CFR
330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2).

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the
approval of the change proposed in the supplement. For example, if the supplemental application is for a new indication,
the supplement is a 505(b)(1) if:
(1) The applicant has conducted its own studies to support the new indication (ot otherwise owns or has right of
reference to the data/studies).
(2) And no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the original application or previously approved supplements is needed to support the
3 change. For example, this would likely be the case with respect to safety considerations if the dose(s) was/were
the same as (or lower than) the original application.
(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for
approval of the supplement, the application does not rely for approval on published literature based on data to
which the applicant does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to
support our previous finding of safety and efficacy in the approval of the original application (or earlier -
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a new indication AND a higher
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the
applicant does not own or have a right to reference. If published literature is cited in the supplement but is not
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2)
supplement. '

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s
Office of Regulatory Policy representative.

Version: 7/12/2006
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.

To: Carmen DeBellas
Division of Anti-Infective and Ophthalmologic Products

‘From: Iris Masucci, PharmD, BCPS v ’
Division of Drug Marketing, Advertising, and Commugica_tio_ns
for the Study Endpoints and Label Development (SEALD) Team, OND

Date: November 27, 2007

Re: Comments on draft labeling for Triesence (triamcinolone acetonide
injectable suspension)
NDA 22-048

We have reviewed the proposed label for Triesence (FDA version dated 11/27/07) and offer the
following comments. These comments are based on Title 21 of the Code of Federal
Regulations (201.56 and 201.57), the preamble to the Final Rule, labeling Guidances, and FDA
recommendations to provide for labeling quality and consistency across review divisions. We
recognize that final labeling decisions rest with the review division after a full review of the

o submitted data.

See attached label for suggested revisions.

Appears This Way
On Criginal
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) - - This is a representation of an electronic record that was signed electronically and
this page is the mamfestatlon of the electronic signature.

Iris Masucci
11/28/2007 09:09:47 AM
DDMAC REVIEWER

Laurie Burke
11/28/2007 02:12:46 PM
INTERDISCIPLINARY

. o
~——
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Store: P ?%Wé@mﬁriamcinolone acetonide injectable suspension) NDA 22-048 Page 1 of 1-

DEPARTMENT OF HEALTH AND ; SCRIPTION DRUG USERVFEE
FOOD AND D??sz\,}\chFI\I?INISTRATION fOVERSHEET

A completed form must be signed and" accompany -each new drug or btologtc praduct applicatign and each new'supplement. g~ |
exceptions of the'reverse.side, If payment is sent by U.S;mail of courier, please include a copy of thls completed form with paymient.
Payment mstructnons and fee rates can be found.on CDER‘s website: hilp-fwww fda.govicder/ / Hm

{4.BLA SﬂBMfSSiGN TRAGKING: NUMBER (STN) / NDA
NUMBER

1122.048
5. DOES THIS APPLICATION REQUIRE CLINICAL DATA
2. TELEPHONE NUMBER iH FoR APPROV AL? o -

817-6614325

IF YOUR RESPQNSE 15 NG AND THIS 18 F@R A
SUPPLEMENT, STOP HERE:AND SIGN THIS FORM.
IF RESPONSE. IS *YESY, CHECK THE APPROPRIATE
RESPONSE BELOW:

[] THE REQUIRED CL[& ___AL BATA ARE CONTAINED N
E APPLICATION

REFERENCE TO:

6: USER FEE 1.D. NUMBER’
PD3007168

7. IS THIS APPUCATION COVERED BY ANY:OF THE FOLLOWING USER FEE EXCLUSIONS" IF SO, CHECK THE
APPLICABLE EXCLUSION.
[ 1A LARGE VOLUME PARENTERAL DRUG PRODUCT [1 A 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A
APPRQVED UNDER SECTION 505 OF THE FEDERAL FOOD, FEE
DRUG, AND-COSMETIC ACT BEFORE 9/1/92 (Self

Explanatory)
[1 THE APPLICATION QUALIFIES FOR THE ORPHAN {] THE APPLICATION IS SUBMITTED BY A STATE OR 4
EXCEPTION UNDER SECTION 736(3)(1)(E) of the:Federal FEDERAL GOVERNMENT ENTITY FOR A DRUG THAT IS NOT j:

Food .Drug, and Cosmetuc Act D|STRIBUTED COMMERC!ALLY o ‘
; \NA PLICATION FEE: BEEN GRANTED FOR THIS APPLICATION? 13 YES X1 NO o | :

:Publlc reportmg burden for thcs coilectlon of mforma on is estlmated to average 30 mmutes per response, mcludmg the time
for vuewmgmstrucuons searchmg exnstmg data sources; gathenng and mamtammg the data rieeded, and completmg and

mforma((on incliiding suggestlons for reducmg this burden to:

Department of Health and Human, Services Food:and Drug Administration An:agency may not conduct.or
Food»and Drug Administration CDER,HFD-94 sponsor; and a person is not
12420 Parklawn Drive; Room 3046 required to respond to, a callection
1401 Rockville: Pike: Rockville, MD 20852 of information unless it displays-a-
Rockville, MD.20852-1448 currently valid OMB control

number.

| 2/-!5 | / Z,oo‘z_zu

_IGNATURE DF-‘AUTHORIZE COMP~ 'Y'

[Foecer, R,

FDA User Fee Cover Sheet, Page 1
httncs HEAaafinann® fla anv/N A HTMT IndufaCQedCfoTtemePanim ian?vename=Terrv®20 . 3/15/2007
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