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PATENT INFORMATION SUBMITTED WITH THE AN
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-763
For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and Biovail Laboratories, Inc.
Composition) and/or Method of Use

The foliowing is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)
Citalopram Hydrobromide Orally Disintegrating Tablets

ACTIVE INGREDIENT(S) STRENGTH(S)
Citalopram Hydrobromide 10 mg, 20 mg, 40 mg

DOSAGE FORM
Orally Disintegrating Tablets

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as requireéd 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.

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
patentis not eligible for listing.

'T;or each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
hformation described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete abave section and sections 5 and 6.

1. GENERAL . )
a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Patent
d. Name of Patent Owner Address (of Patent Owner)
City/State ‘
ZIP Code FAX Number (if available)
Telephone Number E-Mail Address (if available)
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(bX3) 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 ar NDA applicant/holder does not reside or have a
place of business within the United States) -
Y ZIP Code : FAX Number (if available)
Telephone Number E-Mail Address (if available)
: Ié the pat_ent referenced above a patent that has been submitted previously for the
approved NDA or supplement referenced above? D Yes D No
g. If the patent referenced above has been submitted previously for fisting, is the expiration
date a new expiration date? D Yes D No
FORM FDA 3542a (7/03) Page 1
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For the patent referenced above; provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

" Drug Substance (Active Ingredient)
2.1 Does the patent claim the drug substance that is the active ingredient in the drug product

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

2.3 ifthe answer fo 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 results described in 2.3.

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

drug product to administer the metabolite) [l ves [dno

|:| Yes |:] No

2.6 Does the patent claim only an intermediate?

2.7 Ifthe 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

3. Drug Product (Compositiéri/_ﬁF’f'tmglaﬁpﬁ) i _ RN
.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement? |:| Yes E] No
3.2 Does the patent claim only an intermediate? )
N D Yes [:I No

3.3 Ifthe 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.) [____| Yes [:l No

A

‘ 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:

4.1 Does the patent claim one or more methods of use for which approvali is being sought in
the pending NDA, amendment, or supplement? D Yes D No

4.2 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method
of use for which approval is being sought in the pending NDA, )
amendment, or supplement? D 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 speci- :
ficity the use with refer-
ence to the proposed
labeling for the drug
product.

5. No Relevant Patents

For this pending NDA, amendment, or supplement, 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 E Yes

the manufacture, use, or sale of the drug product.
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6. Declaration Certification

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 Federaf 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 willfulfy 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)

| ﬁ S Ak 41/3/074 |

7
NOTE: Oaly a{ 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 @ NDA Applicant’s/Holder's Attorney, Agent (Representative) or other
Authorized Official
[] Patent Owner [] Patent Owner's Alttorney, Agent (Representative)} or Other Authorized
: Official
Name
John Dubeck, Esquire
Address City/State
1001 G Street, N.-W., Suite 500 West Washington, D.C.
ZIP Code Telephone Number
. 20001 - | 202-434-4125
FAX Number (if available) » E-Mail Address (if available)
202-434-4654 dubeck@khlaw.com

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 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: )

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 to, a collection of
information unless it displays a currently valid OMB control number.

L
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BIOVAIL

Laboratories Incorporated

» _ Citalepram Hydrobromi@
Orally Disintegrating Tablets, 10'mg, 20 mg and 40 mg

DEBARMENT CERTIFICATION

New Drug Application

Biovail Laborateries, Inc. hereby certifies 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.

Eugefic Melnyk | Date
h€sident, Biovail Laboratories, Inc.

Biovail Labarataries inc.
Cheiston Park, Building 2
Colfymore Rock, St. Michael,
BH1, Barbados, W.I.



Form Approved: OMB No. 0910-0396
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: February 28, 2006.
Food and Drug Administration

CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT

With respect to all. covered clinical studies (or specific clinical studies listed below (if appropriate)) submitted in
support of this application, | certify to one of the statements below as appropriate. | understand that this
certification is made in compliance with 21 CFR part 54 and that for the purposes of this statement, a clinical
investigator includes the spouse and each dependent child of the investigator as defined in 21 CFR 54.2(d).

l Please mark the applicable checkbox.

D] (1) As the sponsor of the submitted studies, | certify that | have not entered into any financial arrangement
with the listed clinical investigators (enter names of clinical investigators below or attach list of names to
this form) whereby the value of compensation to the investigator could be affected by the outcome of the
study as defined in 21 CFR 54.2(a). | also certify that each listed clinical investigator required to disclose
to the sponsor whether the investigator had a proprietary interest in this product or a significant equity in
the sponsor as defined in 21 CFR 54.2(b) did not disciose any such interests. | further certify that no
listed investigator was the recipient of significant payments of other sorts as defined in 21 CFR 54.2(f).

T S —

! (

Clinical Investigators

FERN - I I '

[0() As the applicant who is submitting -a study or studies sponsored by a firm or party other than the
applicant, 1 certify that based on information obtained from the sponsor or from participating clinical
investigators, the listed clinical investigators (attach list of names to this form) did not participate in any
financial arrangement with the sponsor of a covered study whereby the value of compensation to the
investigator for conducting the study could be affected by the outcome of the study (as defined in 21
CFR 54.2(a)); had no proprietary interest in this product or significant equity interest in the sponsor of
the covered study (as defined in 21 CFR 54.2(b)); and was not the recipient of significant payments of
other sorts (as defined in 21 CFR 54.2(f)). _

[J(3) As the applicant who is submitting a study or studies sponsored by a firm or party other than the
applicant, 1 certify that | have acted with due diligence to obtain from the listed clinical investigators
(attach list of names) or from the sponsor the information required under 54.4 and it was not possible to
do so. The reason why this information could not be obtained is attached. :

NAME TITLE
Dr. Greg Szpunar , Senior- Vice President - Research and Development
and Chief Scientific Officer '
FIRM / ORGANIZATION
Biovail Technologies, Ltd.
SIGNATIJAE ; ™ DATE
4/12/04
———————e e
W U Paperwork Reduction Act Statement

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. Public reporting burden for this
“oltection of information is estimated to average 1 hour per response, including time for reviewing
tstructions, searching existing data sources, gathering and maintaining the necessary data, and
<ompleting and reviewing the collection of information. Send comments regarding this burden
estimate ar any other aspect of this collection of information to the address to the right:

Department of Health and Human Services
Food and Drug Administration
5600 Fishers Lane, Room 14C-03
Rackville, MD 20857

FORM FDA 3454 (2/03) Created by: PSC Modia Arts Baanch (301) 4«,&!0;0 Ef



DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

PRESCRIPTION DRUG
USER FEE COVER SHEET

Expiration Date: December 31, 2006.

Form Approved: OMB No. 0910-0297] .

can be found on CDER’s website: hitp://www.fda.gov/cder/pdufa/default.htm

See Instructions on Reverse Side Before Completing This Form

A completed form must be signed and accompany each new drug or biologic product application and each new supplement. See exceptions on the
reverse side. If payment is sent by U.S. mail or courier, please include a copy of this completed form with payment. Payment instruclions and fee rates

1. APPLICANT'S NAME AND ADDRESS

Biovail Laboratories Incorporated
Chelston Park, Building 1, Ground Floor
Collymore Rock, St Michael

Barbados, West Indies

4. BLA SUBMISSION TRACKING NUMBER (STN) / NDA NUMBER
N021763

5. DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR APPROVAL?
Mves [Ino

IF YOUR RESPONSE IS "NO" AND THIS IS FOR A SUPPLEMENT, STOP HERE
AND SIGN THIS FORM.

iIF RESPONSE IS 'YES', CHECK THE APPROPRIATE RESPONSE BELOW:

[l tHE REQUIRED CLINICAL DATA ARE CONTAINED IN THE APPLICATION.
[/ THE REQUIRED CLINICAL DATA ARE SUBMITTED BY ‘

2. TELEPHONE NUMBER (Include Area Code)

( 202 ) 434-4125

REFERENCE TO:
N020822 Celexa
{APPLICATION NO. CONTAINING THE DATA).

3. PRODUCT NAME
citalopram hydrobromide orally disintegrating tablets

USERFEE 1.D. NUMBER

A LARGE VOLUME PARENTERAL DRUG PRODUCT
APPROVED UNDER SECTION 505 OF THE FEDERAL
FOOD, DRUG, AND COSMETIC ACT BEFORE 9/1/9
(Self Explanatory) .

B THE APPLICATION QUALIFIES FOR THE ORPHAN
EXCEPTION UNDER SECTION 736{a)(1)(E) of the Federal Food,
Drug, and Cosmetic Act
(See item 7, reverse side before checking box.}

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

A 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A FEE
(See item 7. reverse side before checking box.)

mTHE APPLICATION 1S SUBMITTED BY ASTATE OR FEDERAL
GOVERNMENT ENTITY FOR A DRUG THAT IS NOT DISTRIBUTED
COMMERCIALLY
(Self Explanatory)

8. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION?

ves NO

(Sea item 8, reverse side if answered YES)

Department of Health and Human Services
Food and Drug Administration

CBER, HFM-99

1401 Rockville Pike

Rockville, MD 20852-1448

CDER, HFD-94
and

Rockville, MD 20852

-

Public reporting burden for this collection of Information is estimated fo average 30 minutes per response, inciuding 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:

Food and Drug Administration

12420 Parklawn Drive,

An agency may not conduct or sponsor, and a persen is not
required to respond lo, a collection of information unless it
Room 3046  displays a currently valid OMB control number.

_IGNATURI PANY REPRESENTATIVE TITLE

I39)
d b

Vice-President, Regulatory Affairs

DATE

04/12/2004

OK AUTHORIZED C
\/\w\({j
3) d

FORM FDA 339 '
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ATTACHMENT A — REQUEST FOR WAIVER OF PEDIATRIC STUDIES

NDA 21-763, citalopram hydrobromide Orally Disintegrating Tablets, 10 mg, 20 mg, 40
mg :

Sponsor: Biovail Laboratories, Inc.

Indications(s): Treatment of depression

1. What age ranges are included in your waiver request?
Biovail Response: All

2. Reasons for waiving pediatric studies:

@) No meaningful therapeutic benefit over existing treatments and is unlikely
to be used in a substantial number of pediatric patients

M) Studies are impossible or highly impractical because the number of
patients is so small or geographically dispersed

(c) The product would be ineffective or unsafe in all pediatric age groups -

(d) Attempts to develop a pediatric formulation for a specific age group have

failed
(e) Disease-specific waiver indicated for the treatment of the condition in
adults (please check)
Alzheimer’s disease Age-related macular degeneration
Prostate Cancer - Breast cancer
Renal cell cancer Non-germ cell ovarian cancer
Hairy cell cancer . Pancreatic cancer, colorectal cancer
Osteoarthritis Squamous cell cancers of the oropharynx ¥
Uterine cancer Basal cell and squamous cell cancer
Endometrial cancer Small cell and non-small cell lung cancer
Parkinson’s disease _ Amyotrophic lateral sclerosis
Arteriosclerosis Symptoms of menopause
Infertility - _____ Other (please state and justify)

Biovail Response: “C” In accordance with the Reference Listed Drug Celexa™

hd

Justification for waiver (not necessary if category 2(e) is checked):

Biovail Response: Under the provisions of Sec. 505(b)(2) of the Act, and 21 CFR
314. 54 and related regulations governing the requirements for NDAs containing
data and information for which a sponsor does not have right of reference; Biovail
herewith references the currently approved Reference Listed Drug for this
505(b)(2) NDA pertaining to the language in the Celexa™ (citalopram
hydrobromide immediate release tablets) label: “Pediatric Use: Safety and
effectiveness in pediatric patients have not been established.”



Appendix B to NDA Regulatory Filing Review
Questions for 505(b)(2) Applications

1. Does the application reference a listed drug (approved drug)? YES
If “No, " skip to question 3.

2. Name of listed drug(s) referenced by the applicant (if any) and NDA/ANDA #(s):

NDA 20-822, Celexa

3. The purpose of this and the questions below (questions 3 to 5) is to determine if there is an approved drug
product that is equivalent or very similar to the product proposed for approval and that should be
referenced as a listed drug in the pending application.

(a) I[stherea pharmaceutrcal eqmvalent(s) to the product proposed in the 505(b)(2) application that is
already approved?

YES

(Pharmaceutical equivalents are drug products in identical dosage forms that: (1) contain identical amounts of
the identical active drug ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
residual volume may vary, that deliver identical amounts of the active drug ingredient over the identical dosing
period; (2) do not necessarily contain the same inactive ingredients; and (3) meet the identical compendial or
other applicable standard of identity, strength, quality, and purity, including potency and, where applicable,
content uniformity, disintegration times, and/or dissolution rates. (21 CFR 320.1(c))

If “No, " skip to question 4. Otherwise, answer part (b).

(b) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES
(The approved pharmaceutical equivalent(s) should be cited as the listed drug(s).)
If “Yes," skip to question 6. Otherwise, answer part (c).

(c) Have you conferred with the Dlrector Division of Regulatory Policy II, Office of Regulatory Policy
(ORP) (HFD- 007)‘7

YES NO
If “No, " please contact the Director, Division of Regulatory Policy II, ORP. Proceed fo question 6.
4. (a) Is there a pharmaceutical alternative(s) already approved? YES NO

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its precursor, but
not necessarily in the same amount or dosage form or as the same salt or ester. Each such drug product
individually meets either the identical or its own respective compendial or other applicable standard of identity,
strength, quality, and purity, including potency and, where applicable, content uniformity, disintegration times
and/or dissolution rates. (21 CFR 320.1(d)) Different dosage forms and strengths within a product line by a
single manufacturer are thus pharmaceutical alternatives, as are extended-release products when compared with
immediate- or standard-release formulations of the same active ingredient.)



If “No, " skip to question 5. Otherwise, answer part (b).

(b) Is the approved pharmaceutical alternative(s) cited as the listed drug(s)? YES NO
(The approved pharmaceutical alternative(s) should be cited as the listed drug(s).)

NOTE: [f there is more than one pharmaceutical alternative approved, consult the Director, Division of
Regulatory Policy II, Office of Regulatory Policy (ORP) (HFD-007) to determine if the appropriate
pharmaceutical alternatives are referenced.

If “Yes, " skip to question 6. Otherwise, answer part (c).

(c) Have you conferred with the Director, Division of Regulatory Policy II, YES NO
ORP? -

If “No," please contact the Director, Division of Regulatory Policy II, ORP. Proceed to question 6.

(a) Is there an approved drug product that does not meet the definition of “pharmaceutical equivalent” or
“pharmaceutical alternative,” as provided in questions 3(a) and 4(a), above, but that is otherwise very
similar to the proposed product?

YES NO
If “No,” skip to question 6.

If “Yes, " please describe how the approved drug product is similar to the proposed one and answer part
(b) of this question. Please also contact the Director, Division of Regulatory Policy 11, Office of
Regulatory Policy (HFD-007), to further discuss.

(b) Is the approved drug product cited as the listed drug? YES NO

Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This
application provides for a new indication, otitis media™ or “This application provides for a change in
dosage form, from capsules to solution™).

This application proposes a change in the dose format from a conventional immediate-release
formulation to an orally disintegrating tablet for the indication currently covered by the
approved NDA for Celexa (20-822) for the treatment of depression.

[s the application for a duplicate of a listed drug and eligible for approval under NO
section 505(j) as an ANDA? (Normally, FDA will refuse-to-file such NDAs
(see 21 CFR 314.101(d)(9)).

Is the extent to which the active ingredient(s) is absorbed or otherwise made NO
available to the site of action less than that of the reference listed drug (RLD)?

(See 314.54(b)(1)). f yes, the application should be refused for filing under

21 CFR 314.101(d)(9)). -

[s the rate at which the product’s active ingredient(s) is absorbed or otherwise NO



. made available to the site of action unintentionally less than that of the RLD (see
21 CFR 314.54(b)(2))? If yes, the application should be refused for filing under
21 CFR 314.101(d)(9).

10. Are there certifications for each of the patents listed for the listed drug(s)? NO

11. Which of the following patent certifications does the application contain? (Check all that apply and
identify the patents to which each type of certification was made, as appropriate.)

21 CFR 314.50() (1)} A)(1): The pateﬁt information has not been submitted to FDA.
(Paragraph I certification)

21 CFR 314.50(1)(1)(1)(A)(2): The patent has expired. (Paragraph II certification)

21 CFR 314.50(i)(1)(i)(A)(3): The date on which the patent will expire. (Paragraph III
certification)

21 CFR 314.50(i)(1)(1)(A)(4): The patent is invalid, unenforceable, or will not be infringed by
the manufacture, use, or sale of the drug product for which the application is submitted.
(Paragraph IV certification)

IF FILED, and if the applicant made a “Paragraph IV certification [21 CFR
314.500)(D()(A)(4)], the applicant must subsequently submit a signed certification stating
that the NDA holder and patent owner(s) were notified the NDA was filed {21 CFR
314.52(b)]. The applicant must also submit documentation showing that the NDA holder and
patent owner(s) received the notification [21 CFR 314.52(e)].

X 21 CFR 314.50(1)(1)(ii): No relevant patents.

21 CFR 314.50(i)(1)(iii): The patent on the listed drug is a method of use patent and the
labeling for the drug product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as described in the corresponding use code in the
Orange Book. Applicant must provide a statement that the method of use patent does not
claim any of the proposed indications. (Section viii statement)

21 CFR 314.50(i)(3): Statement that applicant has a licensing agreement with the patent
owner (must also submit certification under 21 CFR 314.50(i)(1)(i)(A)(4) above).

Written statement from patent owner that it consents to an immediate effective date upon



approval of the application.

12. Did the applicant:

[dentify which parts of the application rely on.information (e.g. literature, prior approval of
another sponsor's application) that the applicant does not own or to which the applicant does not -
have a right of reference?

YES

Submit a statement as to whether the listed drug(s) identified has received a period of marketing
exclusivity?

YES

Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the
listed drug?
YES

Certify that it is seeking approval only for a new indication and not for the indications approved
for the listed drug if the listed drug has patent protection for the approved indications and the
applicant is requesting only the new mdlcatlon (21 CFR 314.54(a)(1)(iv).?

N/A

13. If the (b)(2) applicant is requesting 3-year exclusivity, did the applicant submit the following information
required by 21 CFR 314.50(j)(4): N/A, sponsor did not request exclusivity

Certification that at least one of the investigations included meets the definition of "new clinical

investigation" as set forth at 314.108(a). "y
YES NO

A list of all published studies or publicly avallable reports that are relevant to the conditions for
which the applicant is seeking approval.

YES NO
EITHER
The number of the applicant's IND under which the studies essential to approval were conducted.
IND# : NO
OR

A certification that the NDA sponsor provided substantial support for the clinical investigation(s)
essential to approval if it was not the sponsor of the IND under which those clinical studies were
conducted?

YES NO

14. Has the Associate Director for Reguiatory Affairs, OND, been notified of the existence of the (b)(2) application?

YES



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

Renmeet Gujral
2/4/05 03:28:49 PM
CSO
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NDA 21-763 Efficacy Supplement Type SE-

Supplement Number

v

NDA/EF FICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

Drug: Citalopram HBr Orally Disintegrating Tablets ‘

Applicant: Biovail Laboratories Inc.

RPM: Renmeet Gujral, Pharm.D.

HFD-120

Phone # (301)594-5535

Application Type: () 505(b)(1) (X) 505(b)(2)
(This can be determined by consulting page 1 of the NDA

Regulatory Filing Review for this application or Appendix
A 1o this Action Package Checklist.)

If this is a 505(b)(2) application, please review and
confirm the information previously provided in
Appendix B to the NDA Regulatory Filing Review.
Please update any information (including patent
certification information) that is no longer correct.

(X) Confirmed and/or corrected

Listed dfug(s) referred to in 505(b)(2) application (NDA #(s), Drug

name(s)):

NDA 20-822 CELEXA

<&

* Application Classifications:

°,

* Review priority

T

(X) Standard () Priority

e  Chem class (NDAs only)

e

¢  Other (e.g., orphan, OTC)

.
o

User Fee Goal Dates

ol

*  Special programs (indicate all that apply)

» User Fee Information

0>y

e User Fee

(X) None

Subpart H
() 21 CFR 314.510 (accelerated |-
approval) i
()21 CFR 314.520
(restricted distribution)

() Fast Track

() Rolling Review

() CMA Pilot 1

() CMA Pilot 2

et

() Paid UF ID number
_ NA

e  User Fee waiver

() Small business
() Public health
() Barrier-to-Innovation
() Other (specify)
N/A

¢ User Fee exception

(X) No-fee 505(b)(2) (see NDA

» Application Integrity Policy (AIP)

e  Applicant is on the AIP

Version: 6/16/2004

() Orphan designation

Regulatory Filing Review for
instructions)
() Other (specify)

O Yes (X) No



NDA 21-763

- Page 2

This application is on the AIP

() Yes (X)No

Exception for review (Center Director’s memo)

OC clearance for approval

% Debarment certification: verified that qualifying language (e.g., willingly, knowingly) was
not used in certification & certifications from foreign applicants are cosigned by US agent. ,

<+ Patent

Information: Verify that form FDA-3542a was submitted for patents that claim
the drug for which approval is sought.

(X) Verified

() Verified

Patent certification [505(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.

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

21 CFR 314.50(i)(1)
(X) (i) (X (iii)

[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
pertams expires (but may be tentatively approved if it is otherwise ready for
approval). ' '

N/A

L

[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 box below
(Exclusivity)).

[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
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 3 14.52(e))).

If “Yes, " skip to question (4) below. If “No,” 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 box below (Exclusivity).

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?

(X) N/A (no paragraph IV certification)
() Verified

() Yes () No
() Yes () No
() Yes () No

A
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. paragraph 1V certification in the application, if any. If there are no other

(Note: This can be determined by confirming whether the Division has
received a written notice from the 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 (sec 21 CFR 314.107()(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(f)(3)?

If “Yes,” there is no stay of abproval based on this certification. Analyze the next
paragraph IV certifications, skip to the next box below (Exclusivity).
If “No,” continue with question (5).

(5) Did the patent owner, its representative, or thé exclusive patent licensee
bring suit against the 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 applicant (or the patent owner of 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
NDA file, confirm with the apphcant whether a lawsuit was commenced
within the 45-day period).

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

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.

L)
o

Exclusivity (approvals only)

Exclusivity summary

Is there remaining 3-year exclusivity that would bar effective approval of a
505(b)(2) application? (Note that, even if exclusivity remains, the apphcatlon
may be tentatively approved if it is otherwise ready for approval.)

() Yes () No

() Yes () No

N/A

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

() Yes, Application #
(X) No

*
o

Administrative Reviews (Project Manager, ADRA) (indicate date of each review)
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Actions

e Proposed action .

(AP ()TA (X)AE ()NA

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

e  Status of advertising (approvals only)

() Materials requested in AP letter
Reviewed for Sub H

.
°o

Public communications

e Press Office notified of action (approvél only)

() Yes (X) Not applicable

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

() None
() Press Release

() Talk Paper

() Dear Health Care Professional
Letter

®,
0.‘

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

+ Division’s proposed labeling (only if generated after latest applicant submission

of labeling) 2/14/05
e  Most recent applicant-proposed labeling 4/14/04
¢  Original applicant-proposed labeling
e [Labeling reviews (including DDMAC, DMETS, DSRCS) and minutes of

labeling meectings (indicate dates of reviews and meetings)
e  Other relevant labeling (e.g., most recent 3 in class, class labeling)

< Labels (immediate container & carton labels) ‘ .

* Division proposed (only if generated after latest applicant submission) 2/14/05

e Applicant proposed

e Reviews

% Post-marketing commitments

e Agency request for post-marketing commitments

Phase IV commitment from
biopharmaceutics

e

¢ Documentation of discussions and/or agreements relating to post-marketing
commitments

J

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

®,
%

o
o

Memoranda and Telecons

Minutes of Meetings

&
Lod

¢ EOP2 meeting (indicate date)

e  Pre-NDA meeting (indicate date)

e  Pre-Approval Safety Conference (indicate date; ap‘prox/als only)

e Other

&,
x4

Advisory Committee Meeting

e Date of Meecting

e . 48-hour alert

N/A

®,
L x4

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

N/A
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% Summary Reviws (e.g., Office Director, Division Director, Medical Team Leader)
(indicate date for each review)

Medical Team Leader: 1/19/0

ST Lo

< Clinical review(s) (indicate date for each review) 1/19/05
< Microbiology (efficacy) review(s) (indicate date for each review)

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

< Risk Management Plan review(s) (indicate date/location if incorporated in another rev)

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

< Demographic Worksheet (NME approvals only) N/A

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

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

| 2/9/05; 2/2/05; 6/7/04

for each review)

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

< Clinical Inspection Review Summary (DSI)

A

o

» Pharm/tox review(s), including referenced IND reviews (indicate date for each review)

e (linical studies 2/8/05
e Bioequivalence studies
< CMC review(s) (indicate date for each review) 2/7/05;
<+ Environmental Assessment
e  Categorical Exclusion (indicate review date)
e Review & FONSI (indicate date of réview)
e Review & Environmental Impact Statement (indicate date of each review)
% Microbiology (validation of sterilization & product sterility) review(s) (indicate date for
each review) <
< Facilities inspection (provide EER report) Date completed:
: () Acceptable
() Withhold recommendation
< Methods validation () Completed
() Requested

() Not yet requested

o

» Nonclinical inspection review summary

o

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

3

»  CAC/ECAC report
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Appendix A to NDA/Efficacy Supplement Action Package Checklist

An application is likely to be a 505(b)(2) application if:

(1) it relies on literature to meet any of the approval requirements (unless the applicant has a written right of
reference to the underlying data) '

(2) it relies on the Agency's previous approval of another sponsor’s drug product (which may be evidenced
by reference to publicly available FDA reviews, or labeling of another drug sponsor's drug product) to
meet any of the approval requirements (unless the application includes a written right of reference to
data in the other sponsor's NDA)

(3) it relies 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.) '

(4) it seeks approval for a change from a product described in an OTC monograph and relies on the’
monograph to establish the safety or effectiveness of one or more aspects of the drug product for which
approval is sought (see 21 CFR 330.11).

Products that may be likely to be described in a 505(b)(2) application include combination drug products (e.g.,
heart drug and diuretic (hydrochlorothiazide) combinations), OTC monograph deviations, new dosage forms,
new indications, and new salts.

f you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, please consult with

" ~the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).
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