DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Appmved-: OMB No. 0910-0338
FOOD AND DRUG ADMINISTRATION _ gexg'fg;’:g gtitt‘: ,:eﬁ‘g g;gﬁ"z“
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FOR USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE R idisia
(Title 21, Code of Federal Regulations, Parts 314 & 601) :

APPLICANT INFORMATION
NAME OF APPLICANT ‘ ' DATE OF SUBMISSION
Cipher Pharmaceuticals Ltd : 2/9/04
TELEPHONE NO. (Include Area Code) - - FACSIMILE (FAX) Number (Include Area Code)
905 696 9380 905 602 0628
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Cade or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
Code, and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE
Suite 201 ‘ ’ Arthur M. Deboeck
Lauriston, Coltymore Rock Galephar PR Inc.
St. Michael, Barbados » Road 198 No. 100 km 14.7

: Juncos Industrial Park, Juncos 00777-3873
PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (I previously issued) 21,612
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
Fenofibrate : Luxacor
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) CODE NAME (I any)
DOSAGE FORM: STRENGTHS: | ROUTE OF ADMINISTRATION:
Capsules . 50, 100, 150 feee. mg Oral '
(PROPOSED) INDICATION(S) FOR USE: . . b“

For Type Ila, IIb, IV and V dyslipidemia

APPLICATION DESCRIPTION o : ’ N
APPLICATION TYPE :
(check one) [ NEW DRUG APPLICATION (CDA, 21 CFR 31 4.50) [ ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94) 2{,
[ BIOLOGICS LICENSE APPLICATION (BLA, 21 CFR Part 601)
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE [ds505 (b)(1) - [ 505 (b)(2)
IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug ) Holder of Approved Application
TYPE OF SUBMISSION (check one) 3 ORIGINAL APPLICATION - [J AMENDMENT TO APENDING APPLICATION 0 RESUBMISSION
LT PRESUBMISSION 0 ANNUAL REPORT J ESTABLISHMENT DESCRIPTION SUPPLEMENT : [ EFFICACY SUPPLEMENT
0 LABELING SUPPLEMENT [3 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT & OTHER

IF A SUBMISSION OF PARTIAL APPLICATION.(ISROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY [JcBe [ cBE-30 [ Prior Approval (PA)

REASON FOR SUBMISSION ) i ’

Request for clarification of questions in FDA letter December 18, 2003

PROPOSED MARKETING STATUS (checkone) . [XI PRESCRIPTION PRODUCT (Rx) €1 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED. _ N/A THISAPPLICATIONIS [ PAPER  [J PAPERAND ELECTRONIC [ ELECTRONIC

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

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps andfor type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Please refer to original NDA # 21,612 for Establishment Information

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)
xS
NDA #21,612

s
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l_ This applicétion contains the following items: (Check all that apply)

. Index
. Labeling (check ane) " [ Draft Labeling [ Final Printed Labeling
. Summary (21 CFR 314.50 (c))
. Chemistry section
A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)
B. Samples (21 CFR 314.50 (e){1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)
C.  Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)
. Nonclinical phammacology and toxicology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)
. Human phammacokinetics and bioavailability section (e.g., 21 GFR 314.50(d)(3); 21 CFR 601.2)
. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
. Clinical data section {e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)
. Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR 601.2)
10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)
11. Case report tabulations (e.g., 21 CFR 314.50(0(1); 21 CFR 601.2)
12. Case report forms (e.g., 21 CFR 314.50 (f)(2); 21 CFR 601.2) _
13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))
14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or (j)(2)(A))
15. Establishment description (21 CFR Part 600, if applicabie) ' - -
16. Debarment certification (FD&C Act 306 (k)(1))
17. Field copy certification (21 CFR 314.50 (1)(3))
18. User Fee Cover Sheet (Form FDA 3397)
19. Financial Information (21 CFR Part 54)
20. OTHER (Specify) Letter *,
CERTIFICATION '

I agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
wamings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following: i
1. Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or 820.
. Biological establishment standards in 21 CFR Part-600. . .

B WIN] -
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3. Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.
4. In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.
5. . Regulations on making changes in application in FD&C Act section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
6. Regulations on Reports in 21 CFR 314.80, 314.81; 600.80, and 600.81.
7. Local, state and Federal environmental impact laws. . .
If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

SIGNATURE OF RESP; SIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE:
' Tan W. French, CSO 9/2/04
Arthur M Deboeck, VP & General Manager
ADPRESS (Street, City, State, and ZIP Code) ' Telephone Number
US Agent, Galephar PR Inc., Juncos, Puerto Rico, 00777-3873 ( 787 ) 7130340

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

Department of Health and Human Services

D inistrati D inistrati .

A ,Af;%"g;":m‘_“g%’\d"“"'mm" EB"E‘::(':;:-D_';%M"""'S"“” An agency may not conduct or sponsor, and a person is

. 1401 Rockyjlle Pike 12229 Wilkins Avenue ‘ not required to respond to, a collection of information
{ Rockvitle, MD 20852-1448 Rockville, MD 20852 unless it displays a currently valid OMB control number.
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Pﬁarmeut/csls Lirmiited | | RECEIV ED
. FEB 1 2 2004
PATENT CERTIFICATION FUR/CDER

Paragraph IV Certification
U.S. Patent No. 6.652.881 B2

In accordance with the Federal Food, Drug and Cosmetic Act, as amended by
Title X1 of the Medicare Prescription Drug, Improvement and Modemization Act,
Pub. L. No. 108-173, 117 Stat. 2066 (2003), and 21 C.F.R. § 314.50())(1)(i)(A)(4),
a Patent Certification, and in particular a Paragraph tV Certification pursuant to
21 U.S.C. § 355(b)(2)(A)(iv), as to U.S. Patent No. 6,652,881 B2 (“the 881
patent”) is hereby provided for our New Drug Application (“NDA”)Z or
Fenofibrate Capsules 50, 100, 150 —— mg.

Cipher Pharmaceuticals hereby certifies, pursuant to 21 U.S.C.

§ 355(b)(2)(A)(iv), that, in its opinion and to the best of its knowledge, the ‘881

" patent, expiring on or about January 9, 2018, will not be infringed upon by the
manufacture, use, sale, offer for sale or importation by Cipher Pharmaceuticals of
Fenofibrate Capsules 50, 100, 150 mg for which Cipher's application
has been submitted, and/or that the ‘881 patent is invalid.

STATEMENT CONCERNING NOTICE TO
PATENT OWNER AND NDA HOLDER

As required by Section 505(b)(3)(B) of the Federal Food, Drug and Cosmetic Act,
as amended by Title Xl of the Medicare Prescription Drug, Improvement and

- Modernization Act, Pub. L. No. 108-173, 117 Stat. 2066 (2003), Cipher hereby
states that the notice required by Section 505(b)(3) and 21 C.F.R. § 314.52 has
been concurrently sent to Abbott Laboratories Inc., as the holder of approved
NDA No. 21-203 for Tricor® (fenofibrate) 54 mg and 160 mg tablets and the
exclusive licensee of U.S. Patent No. 6,652,881 B2, and to Laboratories Fournier
S.A., as the record owner of U.S. Patent No. 6,652,881 B2.

This notice to Abbott Laboratories Inc. and Laboratories Fournier S.A., has been
sent by certified mail, return receipt requested, as required by 21 C.F.R. §
314.52(a).

Suite 201, Lauriston, Collymore Rock
St. Michael, Barbados
Tel: (246) 228-9663; Fax: (246) 228-8329

ORIGINAL
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/M fod 3, poos
Tan W. French = Date ,

Chief Scientific Officer
Cipher Pharmaceuticals Ltd.

Appears This Way
On Crigina

Suite 201, Lauriston, Collymore Rock
. St. Michael, Barbados »
Tel: (246) 228-9663; Fax (246) 228-8329
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338

FOOD AND DRUG ADMINISTRATION Expiration Date: August 31, 2005
. : . See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, COR FOA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE TN NONEER
(Title 21, Code of Federal Regulations, Parts 314 & 601)
APPLICANT INFORMATION
NAME OF APPLICANT ' DATE OF SUBMISSION
Cipher Pharmaceuticals Ltd. 2/3/04
TELEPHONE NO. (Include Area Code) : ' FACSIMILE (FAX) Number (Include Area Code)
Contact 905-696-938 246-228-8329
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
Code, and U.S. License number if previously issued): v ZIP Code, telephone & FAX number) IF APPLICABLE
Suite 201 Arthur M. Deboeck
Lauriston, Collymore Rock Galephar P.R. Inc.
ST. Michaels Road 198 No. 100 km 14/7 ’
Barbados Juncos Industrial Park Tel: 787-713-0340
Juncos, Puerto Rico 00777-3873 Fax: 787-713-0344
PRODUCT DESCRIPTION .
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (¥ previously issued) 21-612
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) ) PROPRIETARY NAME (trade name) IF ANY
Fenofibrate CIP-Fenofibrate
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) CODE NAME (If any)
DOSAGE FORM: _ STRENGTHS: ‘ : ROUTE OF ADMINISTRATION:
Capsules 50,100, 150 ' ————uining =] Oral

(PROPOSED) INDICATION(S) FOR USE:
Hypercholesterolemia, mixed dyslipidemia and hypertriglyceridemia

PRODUCT DESCRIPTION
APPLICATION TYPE : :
(check one) X1 NEW DRUG APPLICATION (21 CFR 314.50) [J ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
[ BIOLOGICS LICENSE AP_PUCATIQN (21 CFR Part 601) ’_5
{F AN NDA, IDENTIFY THE APPROPRIATE TYPE Osos ©)(1) K 505 (b)(2) v
iF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug _ Lricor Tablets ' Holder of Approved Application _ Abbott Laboratories
TYPE OF SUBMISSION (checkoné) L] ORIGINAL APPLICATION & AMENDMENT TO APENDING APPLICATION ] RESUBMISSION
] PRESUBMISSION 0 ANNUAL REPORT {1 ESTABLISHMENT DESCRIPTION SUPPLEMENT O EFFICACY SUPPLEMENT
£1 LABELING SUPPLEMENT [J CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O OTHER

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

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY [dcee O CBE-30 [ Prior Approval (PA)

REASON FOR SUBMISSION
Paragraph IV Certification - a new US patent # 6,652,881 was listed in the Orange Book

PROPOSED MARKETING STATUS (check one) B PRESCRIPTION PRODUCT Ry} O OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS I PAPER [ PAPER AND ELECTRONIC [ ELECTRONIC

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

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

See original NDA for eastablishment information

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

'IND 62,780; DMFs: " = —

l ’

g
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This application contains the following 'itefns: {Check all that apply)

. Index )
. Labeling (check one) ] Oraft Labeling [ Final Printed Labeling -
. Summary (21 CFR 314.50 (c))
. Chemistry section
A.  Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)
B. Samples (21 CFR 314.50 (e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)
C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i): 21 CFR 601.2)
. Nonclinical pharmacology and toxicology section (e.g-. 21 CFR 314.50(d)(2); 21 CFR 601.2)
. Human phammacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)
. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
- Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)
. Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR €01.2)
10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)
11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)
12. Case report forms (e.g., 21 CFR 314.50 (f)(2ﬁ 21 CFR 601.2)
13, Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))
14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or (i)(2)(A))
15. Establishment description (21 CFR Part 600, if applicable)
16. Debarment certification (FD&C Act 306 (k)(1))
17. Field copy certification (21 CFR 314.50 (1)(3))
18. User Fee Cover Sheet (Form FDA 3397)
19. Financial Information (21 CFR Part 54) - .
20. OTHER (Specify, '
CERTIFICATION ’

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
wamings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not fimited to the following: )
. Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or 820.
Biological establishment standards in 21 CFR Part 600.
. Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.
- In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202,
. Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81. .

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

AW IN| -
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SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE:
' Tan W. French, Ph.D., Chief Scientific Officer 2/3/04
: . / Arthur M. Deboeck, VP and General Manager
ADDRESS (Street, City, Stafe, and ZIP Code) Telephone Number
, Arthur M. Deboeck, Galephar P. R. Inc. ( )
See original NDA for contact information Cipher: 905-696-9380
Galephar: 787-713-0340

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

e g
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JAN-26-2004 §9:25A FROM: . —— c . ‘ . ’ T0: 136814439282 P:1-4

XP bump datc
()gd‘znl?zoofff

Wear/s/ her

Pharmaceut/ca/s Lirmiited

January 25, 2004

Ms. V. Jimenez

Food and Drug Administration

Division of Metabolic and Endocrine Drug Products
HFD-510

Center for Drug Evaluation and Research

Office of Drug Evaiuation Il

5600 Fisher Lane

Rockville, MD 20857

Fax 301-443-9282
Dear Ms. Jimenez:
Cipher Pharmaceuticals Ltd. should have submitted amendment to NDA 21-

612 for the US # 6,589,552 patent to Notice of Patent Infnngement Action.
Abbott and Fournier sued Clpher Pharmaceuticals-Ltd. in October, 2003.

a

| am attaching the 356h form and the letter of Filing of Patent Infrmgement
Action. Cipher w:ll send the original by courier.

Yours sincerely,

lan W. French, Ph. D.
Chief Scientific Officer

P Suite 201, Lauriston, Collymore Rock
- 8t. Michael, Barbados
Tel: (246) 228-9663; Fax: (246) 228-8329
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[ Form Approvad: OMB No. 0910-0338
A TN sernces e S
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, p———
OR AN ANTIBIOTIC DRUG FOR HUMAN USE TR FUMBER
(Title 21, Code of Federal Regulations, Parts 314 & 601) :
APPLICANT INFORMATION
NAME OF APPLICANT . DATE OF SUBMISSION
Cipher Pharmaceuticals Ltd. 1/25/04
TELEPHONE NO. (inciude Area Code) FACSIMILE (FAX) Number (Include Area Cods)
Contact 905-696-938 905-602-0628
APPLICANT ADDRESS (Number, Straet, City, Stata, Cauntry, ZIP Code or Msil AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Strest, City, State,
Cods, and U.S. License number if proviously issued): ZIP Code, telephona & FAX number) IF APPLICABLE
Suite 201 Arthur M. Deboeck
Lauriston, Coliymore Rock Galephar P.R. Inc.
ST. Michaels Road 198 No. 100 km 14/7
Barbados Juncos Industrial Park Tel: 787-713-0340
Juncos, Puerto Rico 00777-3873 Fax: 787-713-0344
PRODUCT DESCRIPTION v :
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (/f previously issusd) 21-612
ESTABLISHED NAME (e.g.. Proper name, USFP/USAN name) PROPRIETARY NAME (trade nams) IF ANY
Fenofibrate _ CIP-Fenofibrate
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) CODE NAME (If any)
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Capsules 50, 100, 150 ———_ng Oral ' lb(4 )
(PROPOSED) INDICATION(S) FOR USE:
Hypercholesterolemia, mixed dyslipidemia and hypertriglyceridemia
""RODUCT DESCRIPTION
ALICATION TYPE
(aheck one) &I NEW DRUG APPUCATION (21 CFR 314.50) (0 ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
O BIOLOGICS LICENSE APPLICATION (21 CFR Part 601) '
{F AN NDA, IDENTIFY THE APPROPRIATE TYPE Os05 (b)(1) R 505 (b)(2)
IF AN ANDA, OR 505(b}(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug _ Tricor Tablets Halder of Approved Application _ Abbott Laboratories
TYPE OF SUBMISSION (chack ana) O ORIGINAL APPLICATION 81 AMENDMENT TO APENDING APPLICATION 0] RESUBMISSION
I PRESUBMISSION 0] ANNUAL REPORT [J ESTABUSHMENT DESCRIPTION SUPPLEMENT 03 EFFICACY SUPPLEMENT
[ LASELING SUPPLEMENT D) CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O OTHER
IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:
IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY O cBe 0 CBE-30 {3 prior Approval (PA)
| REASON FOR SUBMISSION
Notice of Filing of Patent Infringement Action
PROPOSED MARKETING STATUS (chack ane) X PRESCRIPTION PRODUCT (Rx) [J OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATIONIS [XI PAPER [J PAPER AND ELECTRONIC D ELECTRONIC
ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Applicatian.)
Provide locations of ail manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Includa name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Pigase indicate whether the site is ready for inspection or, if not, when it will be ready.
See original NDA for eastablishment information
Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced In the curmrent application)
IND 62,780; DMFs: - -
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JAN-26-2084 099:26A FROM:

V' This application contains the following ftems: (Check al that apply)
1. Index
2. Labeling (check one) . [ Draft Labsling [ Final Printed Labeling
3. Summary (21 CFR 314.50 (c))
4. Chemistry section
A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)
B. Samples (21 CFR 314.50 (e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)
C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR601.2)
. Nonclinlcal phamacology and toxicology section {e.9.. 21 CFR 314.50(d)(2); 21 CFR 601.2)
- Human phammacokinetics and bloavailability section (e.g.. 21 CFR 314.50(d)(3); 21 CFR 601.2)
. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
. Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 801.2)
. Safety update report (e.g., 21 CFR 31 4.50(d)(5)(vi)(b); 21 CFR 601.2)
10. Statistical section (e.g., 21 CFR 314.50(d)(8); 21 CFR 601.2)
11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)
12. Case report forms (e.g., 21 CFR 314.50 (f)(2); 21 CFR 601.2)
13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))
14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or G)(2)(A))
15. Establishment description (21 CFR Part 600, if applicable)
16. Debament certification (FD&C Act 306 {k)(1))
17. Field copy cerification (21 CFR 314.50 ()(3))
18. User Fee Cover Sheet (Form FDA 3397)
19. Financial Infarmation (21 CFR Part 54)
20. OTHER (Specify) Notice of F iling of Patent Infringement Action
CERTIFICATION

| agrea to update this application with new safety Information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. I agres to submit safety update reporis as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following:

1. Good manufacturing practice regulations In 21 CFR Parts 21 0, 211 or applicable regulations, Parts 608, and/or 820.
Biological establishment standards in 21 CFR Part 600.
. Labeling regulations In 21 CFR Parts 201, 606, 61 0, 660, and/or 809.
- In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.
Regulations an making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

7. Local, state and Federat environmentat impact laws.
If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, 1 agree nat to market th
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and infonmation in this submission have been reviewed and, to the best of my knowledge are cartified to be true and accurate.
Waming: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

SIGNATURE OF RESE@NSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE:
%;J—( Ian W. French, Ph.D., Chief Scientific Officer 1/25/04
. Arthur M. Deboeck, VP and General Manager

Cid|~N]o]tn

X 0/0/0|00)0|0|0|0|0jo|o|ojo|o|ololalalolo

Paswn

ADDRESS (Street, Clty, State, and ZIP Cods} . Telephone Number

U.S. Agent, Arthur M. Deboeck, Galephar P. R. Inc. _ (

See original NDA for contact information Cipher: 905-696-9380
Galephar: 787-713-0340

Public reporting burden for this coflection of Information is estimated to average 24 hours per respanse, 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 callection of information, including suggestions for reducing this burden to:

FORM FDA 356h (9/02) PSC Modia Artc (301) 4431090 EF PAGE2OF5
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NOTICE OF FILING OF PATENT INFRINGEMENT ACTION
21 C.FR. § 314.107(0(2)
CIP-Fenofibrate 50, 100, 150 - ———mg Capsules b(4)
NDA # 21-612

The undersigned hereby certifies, pursuant to 21 C.F.R. § 314.107(f)(2), that on

October 2, 2003, an actton for patent mfrmgement was filed by Abbott Laboratories D(M

("Abbott"), and | == esmmwen and " o : (collectively
AT agalnst Clpher ‘Pharmaceuticals Limited (“C:pher”) in the Umted States b(4}

District Court for the District of Puerto Rico. Civil Action No. 03-2067 (DRD). The

complaint in this action alleges infringement of only one of the three patents for which

Cipher filed a Paragraph IV Certifi cation, specifically, U.S. Patent No. 6,589,552

Dated: January 25, 2004

lan W. French, Ph.D.
Chief Scientific Officer

Appears This Way
On Original
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Plrarmmraceuvticals Limited
January 7, 2004

David G. Orloff, M.D.

Director

Division of Metabolic and Endocrine Drug Products, HFD-510
Office of Drug Evaluation Il

Center for Drug Evaluation and Research

5600 Fishers Lane :

Rockville, MD 20857

Re: NDA 21-612 _ 4
Luxacor (fenofibrate) Capsules 50 mg, 100 mg, 150 mg, o b(‘”

Dear Dr. Orloff:

We refer to your letter of December 18, 2003 which was received by fax in our Canadian office
earlier today. We understand that this was previously sent to our US Agent, Galephar P.R. Inc.,
in Puerto Rico on December 18, 2003. However, as discussed between Ms. Valerie Jimenez
and Dr. Arshi Kizilbash today, the mailed copy was not received by Galephar until today.

At this time, we wish to notify you of our intent to file an amendment for this application to
address the deficiencies noted in your letter of December 18, 2003, and to request that the
submission should not be withdrawn because the 10 day timeframe in your letter of December
18, 2003 has been exceeded.

If you have any questions or comments, please do not hesitate to contact me at 905 696 9380 x
24, or you can contact -
F.

. - - | T bi4)

L=

~ regarding this submission, or on

6{her related matt'ers. ’

Yours sincerely,

—‘/) /L\W

:SawdAmtjrews " Appears This Way
residen m

Cipher Pharmaceuticals Ltd, On Qriginal

Cc: FDA Céntral Document Room
Arthur DeBoeck, Galephar PR Inc.

Suite 201, Lauriston, Collymore Rock
St. Michagel, Barbados
Tel: (246) 228 9883 Fax- {246) 2288329

A Drug Davelopment Company
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Suite 201, Lauriston, Collymore Rock,
Saint M:chael Barbados
Tel: (246) 288-9663 Fax: (246) 288-8329

Fax

To: Valerie Jimenez From: Larry Andrews
Fax: (301) 443-9282 Pa;;e;su 2 (including cover)
Company: FDA Date: Jan7,2004

Re: NDA 21,612 cc:

O Urgent O ForReview [JPlease Comment [1Please Reply [ Piease Recycle

If you do not receive a complete transmission, please call: (905) 602-0628

Appears This Way
On Original

“his fax transmission is privileged and contains confidential information intended only for the person(s) named abave., Any
other distribution, copying or disclosure is strictly prohibited. If you have received this fax transmission i in efror, please notify
the sender immediately and destroy these pages promptly. We thank you for your cooperation.
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MEMO TO FILE

FROM: WEIQIU, Ph.D.

TO: NDA 21-612 _
SUBMISSION DATE: Dec. 24, 2002 and Jan 10, 2003
SUBJECT: Labeling comments

The following labeling text should be deleted:

Under CLINICAL PHARMACOLOGY Section Pharmacokinetics/Metabolism Subsection:

Hae-Young Ahn, Team Leader Wei Qiu, Biopharm Reviewer

Appecis ini
On Cigindi



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

Wei Qiu
12/17/03 04:07:55 PM
BIOPHARMACEUTICS

Hae-Young Ahn
12/17/03 05:05:54 PM
BIOPHARMACEUTICS

Appeaqrs
On Cii
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DIVISION OF METABOLIC AND ENDOCRINE DRUG PRODUCTS

PROJECT MANAGER LABELING REVIEW

Application: NDA 21-612' Luxacor (fenofibrate) Capsules, 50 mg, 100 mg, 150 mg, -———== b(A)
Submiission Date: December 24, 2002; Receipt date December 26, 2002.

Material reviewed: ’
The draft labeling for this 505(b)(2) NDA was compared to the September 4, 2001, approved labeling text
for the reference listed drug, Tricor Tablets, 54 and 160 mg, NDA 21-203.

Background
This drug is proposed to be indicated as adjunctive therapy to diet to reduce elevated LDL-C, Total-C,

Triglycerides and Apo B, and to increase HDL-C in adult patients with primary hypercholesterolemia or
mixed dyslipidemia (Fredrickson Types Ila and IIb. It is also indicated as adjunctive therapy to diet for
the treatment of adult patients with hypertriglyceridemia (Fredrickson Types IV and V hyperlipidemia).
The drug is supplied in 90-count bottles for each of the four strengths.

Review
I. Name change— “Tricor” has been changed to “CIP-Fenofibrate” throughout the labeling.
DMETS found this name unacceptable. The firm submitted the name “Luxacor” subsequently and

it was approved by DMETS and DDMAC. DMEDP concurs. The firm should replace “CIP- -
FENOFIBRATE” with “Luxacer”.

PACKAGE INSERT (PI)

2. Under the DESCRIPTION section
e The text “hard gelatin capsules” replaces “tablets” in the Tricor label.

o
A

e The dosage is changed to 50, 100, 150, 2 ——mg from 54 and 160mg in the Tricor b(4)

Tablets label.
e The inactive ingredients differ.

The chemistry review requires that the sponsor replace ¢ -—————_ with “Gelucire 44/14
(lauryoyl macrogol glycerides type 1500)” as described in the application; replace ¢ ~——7= _
_ ~=with “polyethylene glycol 20,000” and “polyethylene glycol 8000” which are speclﬁc
materlals, and include “gelatin and titanium dioxide.”

3. Under the CLINICAL PHARMACOLOGY section
e Pharmacokinetics/Metabolism subsection, the Tricor label was changed from “Plasma
concentrations of fenofibric acid after administration of 54 mg and 160 mg tablets are

equivalent under fed conditions to 67 and 200 mg capsules, respectively” to’ ——
- :
et

Cd

e ———

b(4)

b(4)
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NDA 21-612
PM Labeling Review
Page 5

These changes are acceptable according to the chemistry reviewer and if the proprietary name is b(4‘
changed to = oo

7. The Storage section says “_ _ === . although the bottle labels state “Protect from b(4)
moisture and light.”

The chemistry review requires that the package insert be revised to use the same statement as on -
the bottle labels.

— <

- —— subsections. (Note: The usual title for the former subsection is “Carcinogenesis,
Mutagenesis, and Impairment of Fertility.” Some information regarding female fertility is included in the
“Teratogenic Effects” section.) '

8. The pharmacologv review requires replacement of the “ - and h(4)

BOTTLE LABELS

9. The ==esm—————= pottle labels add the term © - . . (0 the label. o b( I\

This is unacceptable and must be removed.

RECOMMENDATIONS:

Draft an approvable (AE) letter that includes the CMC deficiencies and the labeling changes
recommended above plus the revisions to two subsections of the PRECAUTIONS section recommended
by Dr. Antonipillai. '

FY

Reviewed by: {See attached electronic signature page.}

Enid Galliers
CPMS, DMEDP

Appears This Way
On Criginal



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

Enid Galliers
12/17/03 12:51:21 PM
CsO
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NDA REGULATORY FILING REVIEW
(Including Memo of Filing Meeting)

NDA # 21-612 Supplement # N/A

Trade Name: Luxacor (fenofibrate) Capsules (DMETS approved trade name11/06/03)
Generic Name: Fenofibrate Cansules
Strengths: 50, 100, 150, - =" mg b(4)

Applicant: Cipher Pharmaceuticals, Limited
U.S. Agent: Galephar
Date of Application: December 24, 2003
Date of Receipt: December 26, 2003
Date clock started after UN: February 26, 2003
Date of Filing Meeting: April 15, 2003
Filing Date: April 27, 2003
74-Day letter issue date: May 7, 2003
Action Goal Date (optional): December 17, 2003 User Fee Goal Date: December 26, 2003

Indication(s) requested: Reduction of LDL-C, Total-C, TG, Apo-B, and increase HDL-C in adults with
primary hypercholesterolemia (IIA & IIB) and adults with hypertriglyceridemia

(Type IV & V).
Type of Application:  Original (b)(1) NDA Original (b)(2) NDA X
(b)(1) Supplement (b)(2) Supplement

[If the Original NDA was a (b)(2), all supplements are (b)(2)s; if the Original NDA
was a (b)(1), the supplement can be either a (b)(1) or a (b)(2).]

NOTE: Ifthe application is a 505(b)(2) application, complete the 505(b)(2) section at the end of this
summary.

Therapeutic Classification: S X p

Resubmission after a withdrawal? No Resubmission after a refuse to file? No

Chemical Classification: (1,2,3 etc.) 3

Other (orphan, OTC, etc.) N/A

User Fee Status: Paid X Waived (e.g., small business, public health)
Exempt (orphan, government)

Form 3397 (User Fee Cover Sheet) submitted: YES

User Fee ID # 4494

Clinical data? YES NO, Referenced to NDA # _ 21-203

Is there any 5-year or 3-year exclusivity on this active moiety in either a (b)(1) or a (b)(2) application?
(Note: The 3-year exclusivity for Fredericksons Ila + IIb (indication) expired April 24, 2003.)

If yes, explain:

Does another drug have orphan drug exclusivity for the same indication? : NO



NDA 21-612
NDA Regulatory Filing Review

Page 2
If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness
[21 CFR 316.3(b)(13)]?

N/A

Is the application affected by the Application Integrity Policy (AIP)? NO
If yes, explain.
If yes, has OC/DMPQ been notified of the submission? YES
e Does the submission contain an accurate comprehensive index? YES
e Was form 356h included with an authorized signature? NO

If foreign applicant, both the applicant and the U.S. agent must sign.

Eventually FDA received 356h forms signed by either the applicant or the agent, not by both.

Submission complete as required under 21 CFR 314.50? YES
If no, explain: (Note: A comprehensive index and various required forms were submitted as

amendments.)

If an electronic NDA, does it follow the Guidance? NO
If an electronic NDA, all certifications must be in paper and require a signature. YES

Which parts of the application were submitted in electronic format?
Partially electronic submission of biopharmaceutics data sets. Some parts were not readable, but were

corrected.

If in Common Technical Document format, does it follow the guidance? YES

When submitted in paper, it did not contain an comprehensive table of contents (TOC) with unique
identifiers that corresponded with the CDR volume numbering system. A revised TOC was submitted as
an amendment.

Is it an electronic CTD? NO
If an electronic CTD, all certifications must be in paper and require a signature.
Which parts of the application were submitted in electronic format?

Patent information included with authorized signature? YES

Exclusivity requested? NO
Note: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is not
required.

Correctly worded Debarment Certification included with authorized signature? YES (applicant)
NO (agent)
The certification submitted by the agent, Mr. Debeeck, included “to the best of my knowledge.”

If foreign applicant, both the applicant and the U.S. Agent must sign the certification.
-Certifications signed by the applicant and the agent were submitted separately.

NOTE: Debarment Certification must have correct wording, e.g.: “I, the undersigned, hereby certify that
Co. did not and will not use in any capacity the services of any person debarred under

Version: 1/13/2003



NDA 21-612
NDA Regulatory Filing Review
Page 3

section 306 of the Federal Food, Drug and Cosmetic Act in connection with the studies listed in Appendix
.” Applicant may not use wording such as “To the best of my knowledge . ...”

¢ Financial Disclosure information included with authorized signature? YES
(Forms 3454 and/or 3455 must be used and must be signed by the APPLICANT.)

Individual investigator forms were submitted, but the applicant did not submit either form.
e Field Copy Certification (that it is a true copy of the CMC technical section)? YES

Refer to 21 CFR 314.101(d) for Filing Requirements

¢ PDUFA and Action Goal dates correct in COMIS? YES
If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating inspection dates.

e Drug name/Applicant name correct in COMIS? If not, have the Document Room make the corrections.

e List referenced IND numbers: IND 62,780

e End-of-Phase 2 Meeting(s)? Date(s) : NO
If yes, distribute minutes before filing meeting. : '

e Pre-NDA Meeting(s)? Date(s) 7/23/02 YES
If yes, distribute minutes before filing meeting.

Project Management

e Package insert consulted to DDMAC? YES

e Trade name (plus PI and all labels and labeling) consulted to ODS/Div. of Medication Errors and
Technical Support? YES

e MedGuide and/or PPI (plus PI) consulted to ODS/Div. of Surveillance, Research and Communication
Support?
N/A
¢ Ifa drug with abuse potential, was an Abuse Liability Assessment, including a proposal for scheduling,

submitted?
N/A

If Rx-t0o-OTC Switch application:

e  OTC label comprehension studies, all OTC labeling, and current approved PI consulted to ODS/ Div. of
Surveillance, Research and Communication Support?
N/A
e Has DOTCDP been notified of the OTC switch application? N/A
Clinical
e [fa controlled substance, has a consult been sent to the Controlled Substance Staff?

N/A

Version: 1/13/2003
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Chemistry

* Did applicant request categorical exclusion for environmental assessment? YES
If no, did applicant submit a complete environmental assessment? N/A
If EA submitted, consulted to Nancy Sager (HFD-357)? N/A

e Establishment Evaluation Request (EER) submitted to DMPQ? YES

e [f parenteral product, consulted to Microbiology Team (HFD-805)? N/A

If S05(b)(2) application, complete the following section:

e Name of listed drug(s) and NDA/ANDA #: NDA 21-203 Tricor Tablets, 54 mg, 160 mg (cited in 356h);
(Relevant but not cited by applicant: NDA 19-304 Tricor Capsules, 67 mg, 134 mg, 200 mg)

e 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 provides for a capsule dosage form with strengths different from NDA 19-304,
which is not marketed. One of the -~ Luxacor capsule strengths is the same as one of the two b(4)
marketed Tricor Tablet strengths.

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

e Is the extent to which the active ingredient(s) is absorbed or otherwise made available to the site of action
less than that of the reference listed drug (RLD)? (See 314.54(b)(1)). If yes, the application should be
refused for filing under 314.101(d)(9).

NO

¢ Is the rate at which the product’s active ingredient(s) is absorbed or otherwise made available to the site of
action unintentionally less than that of the RLD? (See 314.54(b)(2)). If yes, the application should be
refused for filing under 314.101(d)(9).
NO

e Which of the following patent certifications does the application contam" Note that a patent
certification must contain an authorized signature.

21 CFR 314.50(i)(1)(i)(A)(1): The patent information has not been submitted to FDA.
21 CFR 314.50(i)(1)()(A)(2): The patent has expired.
21 CFR 314.50()(1)(i)(A)(3): The date on which the patent will expire.

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

Version: 1/13/2003
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IF FILED, and if the applicant made a “Paragraph IV” certification [21 CFR
314.50()(1)(i)(A)(4)], the applicant must submit a signed certification that the patent holder
was notified the NDA was filed [2] CFR 314.52(b)]. Subsequently, the applicant must submit
documentation that the patent holder(s) received the notification ([21 CFR 314.52(¢)].

¢ The applicant submitted proof of notification and notification that the patent holder, Abbott
Labs, had filed suit to contest this patent issue.

21 CFR 314.50(i)(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. Applicant must provide a statement that the method of use
patent does not claim any of the proposed indications.

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)(1)(A)(4) above.)

_____ Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.

¢ Did the applicant:

¢ Identify which parts of the application rely on information the applicant does not own or to which

the applicant does not have a right of reference?
YES NO

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

exclusivity?
YES

e Submit a bioavailability/biocequivalence (BA/BE) study comparing the proposed product to the

listed drug?
YES

o 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 indication (21 CFR 314.54(a)(1)(iv).?
NO

e Ifthe (b)(2) applicant is requesting exclusivity, did the applicant submit the following information
required by 21 CFR 314.50(3)(4): N/A

e Certification that each of the investigations included meets the definition of "new clinical

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

e A list of all published studies or publicly available reports that are relevant to the conditions for

which the applicant is seeking approval.
YES NO

e EITHER
The number of the applicant's IND under which the studies essential to approval were conducted.

Version: 1/13/2003
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YES, IND # NO
OR
A certification that it provided substantial support of the clinical investigation(s) essential to
approval if it was not the sponsor of the IND under which those clinical studies were conducted?
N/A YES NO
e Has the Director, Div. of Regulatory Policy II, HFD-007, been notified of the existence of the (b)(2) application?

YES

Appears This Way
On Original

Version: 1/13/2003
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ATTACHMENT

MEMO OF FILING MEETING

DATE: April 15, 2003

BACKGROUND: This is a 505(b)(2) NDA for fenofibrate capsules in = strengths, 50 mg, 100 mg, 150
mg, —= The innovator, Abbott Labs, is not marketing its approved 67 mg, 134 mg, or 200 mg
capsules (NDA 19-304). However, Abbott is marketing tablets approved in 54 mg and 160 mg strengths
(NDA 21-203).

(Provide a brief background of the drug, e.g., it was already approved and this NDA is for an extended-release
formulation; whether another Division is involved; foreign marketing history; etc.)

ATTENDEES:
ASSIGNED REVIEWERS:
Discipline Reyviewer
Medical: Mary Parks, M.D.
Secondary Medical: N/A
Statistical: J. Todd Sahlroot, Ph.D.
Pharmacology: Indra Antonipillai, Ph.D.
Statistical Pharmacology: N/A
Chemist: William Adams, Ph.D.
Environmental Assessment (if needed):
Biopharmaceutical: Wei Qiu, Ph.D.
Microbiology, sterility: N/A
Microbiology, clinical (for antimicrobial products only): N/A
DSI:
Regulatory Project Manager: Bill Koch
' , (subsequently re-assigned to Valerie Jimenez)
Other Consults: v N/A
Per reviewers, are all parts in English or English translation? ’ YES
If no, explain:
CLINICAL FILE X REFUSE TO FILE
e C(linical site inspection needed: NO
¢ Advisory Committee Meeting needed? NO

e [fthe application is affected by the AIP, has the division made a recommendation regarding
whether or not an exception to the AIP should be granted to permit review based on medical
necessity or public health significance?

N/A

Version: 1/13/2003
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NDA 21-612
NDA Regulatory Filing Review

Page 8

CLINICAL MICROBIOLOGY N/A
STATISTICS FILE REFUSETOFILE N/A
BIOPHARMACEUTICS FILE X REFUSETO FILE

e Biopharm. inspection needed: ' YES
PHARMACOLOGY ' FILE X REFUSETOFILE

e GLP inspection needed: NO
CHEMISTRY FILE X REFUSETOFILE

| e Establishment(s) ready for inspection? YES

e Microbiology NO

ELECTRONIC SUBMISSION:

Any comments: Some of the electronic documents cannot be opened.
REGULATORY CONCLUSIONS/DEFICIENCIES:
The application is unsuitable for filing. Explain why:

X The application, on its face, appears to be well organized and indexed. The application
appears to be suitable for filing.

X No filing issues have been identified.

Filing issues to be communicated by Day 74. List (optional):

ACTION ITEMS:

1. Document filing issues/no filing issues conveyed to applicant by Day 74.

{See attached electronic signature page.}

Enid Galliers on behalf of William Koch (for meeting minutes)
and on behalf of Valerie Jimenez (for PM administrative review)
Regulatory Project Manager, HFD-510

Appears This Way
On Original
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Suite 201, Lauriston, Collymore Rock,
Saint Michael, Barbados
Tel: (246) 288-9663 Fax: (246) 288-8329

Fax

1)

Valerie Jimenez
To:  pivision of Metabolic and Endocrine From: fan W. French
Drug Products -
FDA
Fae  (301)443-9282 Pages: 5 (including cover)
Phone: Date: Dec 08, 2003
Re: NDA # 21,612 CC:

0O Urgent 0O For Review  []Please Comment []Please Reply [ Please Recycle

If you do not receive a complete transmission, please call: (905) 602-0628, x23

Dear Ms Jimenez,

Please find attached a lefter and corrected form FDA 356h related to proposed
indication for Fenofibrate capsules.
Thank you.

Wl

lan French PhD
Chief Scientific Officer

This fax transmission Is privileged and contains confidential information intended only for the person(s) named above. Any
. Jther distribution, copying or disclosure is strictly prohibited. If you have received this fax transmission in error, please notnfy
the sender fmmediately and destroy these pages promiptly. We thank yau for your cooperation.
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- ciplrer

Flriarmmscevticals Limited

December 08, 2003

Valerie Jimenez

Regulatory Project Manager

Division of Metabolic and Endocrine Drug Products (HFD-510)
Parklawn Building

5600 Fishers Lane

Rockville

MD 20857-1706

Fax No: (301) 443-9282

Re: NDA # 21,612
ClIP-Fenofibrate (fenofibrate capsules)
Proposed Indications for Use

Dear Ms Jimenegz,

We refer to NDA # 21,612 which is currently under review, and a telephone
conversation between you and Dr. Arshi Kizilbash of Cipher Canada Inc. on December
01, 2003.

In September, 2003, we received a copy of the Establishment Inspection Report for
Galephar PR Inc., where the fenofibrate capsules that are the subject of this NDA are
manufactured. On review of this document, we noted that the proposed indications for
use were listed as “FFB is indicated for patients with Type IV & V hypercholesterolemia
and hyperlipidemia”. On further review of our own files, we realized that the original
Form FDA 356h that was submitted with the NDA identified the proposed indications as
“For Type IV and V hypercholesterolemia”, while the draft labelling submitted with the
NDA proposes that the indications include the following (bolding added here for clarity):

“ClIP-Fenofibrate is indicated as adjunct therapy to diet to reduce elevated LDL-C, Total-
C, Triglycerides and Apo B, and to increase HDL-C in adult patients with primary
hypercholesterolemia or mixed dislipidemia (Fredrickson Type lla and lb)”

and

“CIP_Fenofibrate is also indicated as édjunct therapy to diet for the treatment of adult
patients with Hypertrigiyceridemia (Fredrickson Type IV and V hyperlipidemia)”.

Sulte 201, Lauriston, Collymore Rock
St. Michael, Barbados
Tel: (246) 228-9663 Fax: (248) 228-8320

A Drug Development Company
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At this time, we would like to provide a revised Form FDA 356h that correctly reflects
the proposed indications for use. A copy of the revised Form FDA 356h is attached for

your files. We apologize for any inconvenience that Cipher's administrative error has
caused.

If you have any questions, please do not hesitate to call me at (905) 602-0628 ~— b(4)

Yours sincerely,

Bt

lan W. French, PhD
Chief Scientific Officer

cc: Central Document Room

Appears This Way
On Crigingy
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12/88/2003 12:48 9056028628 CIPHER
DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 09109338
FOOD AND DRUG ADMINISTRATION Explration Data: August 31, 2005
See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, e ——
OR AN ANTIBIOTIC DRUG FOR HUMAN USE AFFUICATION NOTEER
(THle 21, Code of Federal Regulations, Parts 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT _ DATE OF SUBMISSION
Cipher Pharmaceuticals Limited 12/8/03
TELEPHONE NO., (lncluds Area Cods) » FACSIMILE (FAX) Number (Include Area Code)
Contact # (905) 696-9380 (905) 602-0628
APPLICANT ADDRESS (Number, Street, City, State, Counlry, ZIF Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Numbsr, Street, Clly, State,
Code, and U.S. Licenso humber If previously Issuoa): ZIP Code, telsphone & FAX numbor) IF APPLICABLE
Suite 201 Arthur M., Dcboeck
Lauriston, Collymore Rock Galephar PR Inc,
St. Michael, Barbados Road 198 No, 100 km 14.7
Juncos Industrial Pack, Juncos 00777-3873
Puerto Rico
PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 21,612
ESTABLISHED NAME (6.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade namo) IF ANY
Fenofibrate Luxacor
CHEMICAL/SIOCHEMICAL/BLOOD PRODUCT NAME (If any) CODE NAME (/f any)
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Capsules 50, 100, 150 ™= mg Oral

{PROPOSED) INDICATION(S) FOR USE:
Far Typc 11a, IIb, I'V and V dyslipidemia

YPLICATION DESCRIPTION

PLICATION TYPE

(chack one) B NEW DRUG APPLICATION (CDA, 21 CFR 314.50) [ ABBREVIATED NEW DRUG APFLICATION (ANDA, 21 CFR 314,94)
[0 BIOLOGICS LICENSE APPLICATION (BLA, 21 CFR Part 601)
1F AN NDA, JDENTIFY THE APPROPRIATE TYPE 1805 (b)(1) X 505 (b)(2)
1F AN ANDA, OR 505(b)}(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Appfication
TYPE OF SUBMISSION (check onea) [J ORIGINAL AFPLICATION [J AMENDMENT TO APENDING APELICATION {J REQUBMISSION
1 PRESUBMISSION 00 ANNUAL REPORT [ ESTABLISHMENT DESCRIFTION SUPPLEMENT [3 EFFICACY SUPPLEMENT
1 LABELING BUPPLEMENYT LI CHEMISTRY MANUFACTURING AND CONTROLS SURPLEMENT 3 DTHER

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

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY ] ceg D cee-30 [J Priar Approval (PA)

REASON FOR SUBMISSION
Correction of information related to proposed indications as submitted with original Form FDA 356h dated December 24, 2002

PROPOSED MARKETING STATUS (chack ong) [ presCRIPTION PRODUCT (Rx) [ OVER THE COUNYER PRODUCT (OTC)

NUMBER OF VOLUMES suUsMITTED  NA THIS APPLICATION IS [ PAPER [1 PAPER AND ELECTRONIC [ ELECTRONIC

EST{\BLISHMENT INFORMATION (Full eztablishment information should be provided in the body of the Application.)
Provide locations of all manufacturing, packaging and control sitas for drug substance and drug product (continuation gheets may be used if necassary). Include name,

addregs, contact, telephone number, regiatration number (CFN), DMF number, and manufacturing etops and/or type of tasting (e.g. Final dosage form, Stability tosting)
conducted at the sile. Please indicate whether the site I2 ready for inspaction or, If not, whan It will ba raady.

Please rcfer to original NDA # 21,612 for Establishment Information,

Cross References (list ralated Licenss Applications, INDs, NDAs, PMAs, 510(k}s, IDEs, BMFs, and DMFs referencad In the current application)

NDA #21,612

FORM FDA 356h (4/03) PAGE 1 OF 4

b(4)
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CIPHER PAGE B85

“his application contains the foltowing items: (Check all that apply)

1.

Index

. Labeling {check one) [0 Draft Labeling U] Final Printed Labeling

Summary (21 CFR 314.50 (¢))

2
3.
4

. Chemistry section

A.  Chemistry, manufacturing, and controls information (e.g., 21 CFR 314,50(d)(1); 21 CFR 601.2)

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

C.  Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

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

. Human pharmacokineti¢s and bioavailability section {e.g., 21 CFR 31 4.50(d)(3); 21 CFR 601.2)

. Clinical Microblalogy (e.g., 21 CFR 314,50(d)(4))

- Clinical data sectian (e.g., 21 CFR 314.50(d)(5): 21 CFR 601.2)

Bl ~NIolo

. Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b}; 21 CFR 601 2}

10,

Statistical section (e.g., 21 CFR 314.50(d)(8); 21 CFR 601.2)

11.

Case raport tabulations (e.g., 21 CFR 31 4.50(f)(1): 21 CFR 601.2)

12.

Case report farims (e.g., 21 CFR 314.50 {f){2); 21 CFR 601.2)

13.

Patent information on any patent which claims the drug (21 U.S.C. 355(b) er (¢))

14

- A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or Ux2)A)

15

. Establishment description (21 CFR Part 800, if appilcable)

18

. Debarment certification (FD&C Act 306 (k)(1))

17

- Field copy certification (21 CFR 314.50 ((3)) .

18

- User Faa Cover Sheet (Form FDA 3397)

19

. Financial Information (21 CFR Part 54)

IZII_IDDDDDDDDDDDDDDDDDDDDD

20

. OTHER (Specify) Letter and corrected Form FDA 356h

1 agree to upd.

including, but

R PRI

CERTIFICATION

ate this application with new safety information about the product that may reasonably affect the statement of contraindications,

warriings, precautions, or adverse reactions in the drait labaling, | agree to submit safaty update reports as provided for by raguiation or as
requestad by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,

nat limited to the following:

Good manufacturing practice regulatlons in 21 CFR Parts 210, 211 or applicable regulations, Parts 808, and/or 820.
. Biological establishment standards in 21 CFR Part 600.
Labeling regulations in 21 CFR Parts 201, 605, 610, 660, and/or 809,
- In the case of a prescription drug or biologlcal product, prescriptian drug advertlsing regulations in 21 CFR Part 202.

Regulations on making changes in application in FD&C Act saction 5064, 21 CFR 314.71, 31 4.72, 314.97, 314.99, and 601.12,
Regulations en Reports in 21 CFR 314,80, 314.81, 600.80, and 600.51. :

7. Local, state and Fadergl environmental impact laws.

If this application applies to 2 drug praduct that FDA has proposed for scheduling under the Controlied Substances Act, | sgree not to market the
praduct untll the Drug Enforcement Administration makes a final schaduling dacision.
The data and information in this submission have been reviewad and, to the best of my knowledge are certified to be true and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, sectlon 1001,

SIG RE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE:

% ylan W. French, CSO 12/8/03
Atthur M. Deboeck, VP & Gencral Manager

ADDRESS (Strost, Clty, State, and ZIP Code} Telephone Number -

US Agent, Galephar PR Ing. ( 787 ) 713-0340

Public reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and malntaining the dats 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 suggestlons for reducing this burden to:

Department of Health snd Human Services
Food and Drug Adminlatration Food and Drug Administration

COER (HFD.94) An agency may not conduct or Sponsor, and a person is

CNER, HFED-99
‘ Tockville Pike 12229 Wilking Avenue not required to respond to, a collection of information
ko 4lle, MD 20852-1448 Rockville, MD 20852 unless it displays a currently valid OMB control number.

FORM FDA 356h (4/03) PAGE 2 OF 4
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PhanTiacevticals Limited NEW CORRESP
| O R ’ G ' NA L JLL §§ g Jn;w
December 8, 2003 ' COR/CDER

Central Document Room
Food and Drug Administration

12229 Wilkins Avenue

Rockville, Maryland RECEE\!E@
20852 ‘ oEC 1 0 2003

Re: NDA # 21,612 EDRICDER

CIP-Fenofibrate Capsules
Proposed Indications For Use

Dear Sir/Madam,

Please find enclosed an archival copy of the cover letter and corrected FDA
Form 356h from Cipher Pharmaceuticals Limited regarding the proposed
indications for the CIP-Fenofibrate (Luxacor) capsules. ’

A copy of the letter and FDA Form 356h has already been faxed to Ms. Valerie
Jimenez, Project Manager, Division of Metabolic and Endocrine Drug Products.

Thank you.

%

%/lan W. French, PhD .
Chief Scientific Officer | Appears This Way
| On Original

Suite 201, Lauriston, Collymore Rock’
St. Michael, Barbados
Tel: (246) 228-9663 Fax: {(246) 228-8329

A Drug Development Company
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12/@2/2883 15:15 9956820628 CiFHER

\ =7 /maceut/cals Lirmifted |
- RECEIVED
DEC 0 4 2003
December 02, 2003

FDR/CDER
M. Valerie Jimenez

Regulatory Project Manager

Food and Drug Administration

Division of Metabolic and Endocrine Drug Products

Parklawn Building

5600 Fishers Lane

Rockville, MD 20857-1706

Via Fax: (301) 443-9282

Re: Cipher Regulatory Contact
IND # 62,780; NDA # 21,612 (Cipher Fenofibrate Capsules)

Dear Ms. Jimenez,

Please be advised that Cipher Pharmaceuticals Limited bas contracted the semces of a

regulatory consulting company, T o b(‘”

In addition to our US agent, Galephar PR Inc., - S - »

I additon T b
. L b

The fax number for all official correspondence to Cipher remains (905) 602-0628. A hst
of relevant Cipher contacts is attached with this letter. _

Please feel free to contact me if you have any questions.

Thank you,

Larry Andrews
President
- Cipher Pharmaceuticals Ltd.

cc.: FDA Central Document Room
— b(4)

Sulte 201, Lauriston, Collymore Rock
St. Michael, Barbados
Tel: {246) 2289663 Fax: {246) 228-8329
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RECEIvER

| Nov 1
November7, 2003 O R I G i N A L | FDR/ngzgg

Ms. V. Jimenez

Regulatory Project Manager

Division of Metabolic and Endocrine Drug Products

Office Drug Evaluation Il _

Center for Drug Evaluation and Research

Food and Drug Administration "RIG AMENDMENT
Document Room 845 NooOo B &
5600 Fishers Lane

Rockville, MD 20857

Dear Ms. Jimenez:

Enclosed, find 3 copies of biopharmaceutical study (PMR! No. 2003-647:

Cipher No. FENPK.03.01) that we conducted after we sent the NDA 21-612

into the FDA. This single dose study was compared to Tricor Tablets 160

mg and Cipher Capsules ——_ and both products were administered with bm)
a low fat breakfast. Cipher product is bloequwalent with Tricor Tablets

under these conditions.

| indicated on each volume (5 volumes in total) original (copy 1), copy 2,
and copy 3. There is SAS disk in copy 1 (original) and copy 2. | have also
enclosed a CD-ROM with the entire 2003-647 study on it and the SAS files,
as well.

I have filled out a FDA 356 Form as required, and that is in the 1% volume of
copy 1, 2 and 3. This cover is letter is volume 1 of each copy.

If you need an more information call me or Arthur Deboeck at Galephar P.R.
Inc. in Puerto Rico. The numbers are on the form 356.

Yours sincerely,

A

lan W. French, Ph. D.
Chief Scientific Officer

Suite 201, Lauriston, Collymore Rock
- St. Michael, Barbados
Tel: (246) 228-9663; Fax: (246) 228-8329



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338
FOOD AND DRUG ADMINISTRATION Expiration Date: August 31, 2005

See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC,

FOR FDA USE ONLY

OR AN ANTIBIOTIC DRUG FOR HUMAN USE

APPLICATION NUMBER
(Title 21, Code of Federal Regulations, Parts 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION
CIPHER PHARMACEUTICALS LTD. 11/7/03
TELEPHONE NO. (fnclude Area Code) ' FACSIMILE (FAX) Number (Include Area Code)
Contact 905-696-9380 o 246-228-8319
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
Code, and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE
Suite 201 Arthur M. DeBoeck
Lauriston, Collymore Rock _ Galephar P. R. Inc.
St. Michaels, BARBADOS Road 198 No. 100 km 14.7
Juncos Industrial Park Tel: 787-713-0340
Juncos, Puerto Rico 00777-3873 Fax: 787-713-0344
PRODUCT DESCRIPTION .
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 21-612
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) . PROPRIETARY NAME (trade name) IF ANY
FENOFIBRATE N/A
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any} CODE NAME (If any)
FENOFIBRATE
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Capsules 50, 100, 150 —— mg Oral

(PROPOSED) INDICATION(S) FOR USE:

Hypercholesterolemia, mixed dyslipidemia and hypertriglyceridemia

APPLICATION DESCRIPTION
APPLICATION TYPE .
(check one) [ NEW DRUG APPLICATION (CDA, 21 CFR 314.50) [ ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
[ BIOLOGICS LICENSE APPLICATION (BLA, 21 CFR Part 601)
iF AN NDA, IDENTIFY THE APPROPRIATE TYPE 505 (b)(1) & 505 (b)(2)
IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
NameofDrug _ Lricor Tablets . Holder of Approved Application _ Abbott Laboratories Inc.
TYPE OF SUBMISSION (check one) ] ORIGINAL APPLICATION X AMENDMENT TO APENDING APPLICATION [0 RESUBMISSION
1 PRESUBMISSION ] ANNUAL REPORT [J ESTABLISHMENT DESCRIPTION SUPPLEMENT . [ EFFICACY SUPPLEMENT
€] LABEUING SUPPLEMENT 3 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O OTHER

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

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY gcse [ cBe-30 O Prior Appmval (PA)

REASON FOR SUBMISSION »
Additional Biopharmaceutics Study Under Low Fat Meal Study No. 2003-647 (FENPK-03.01)

PROPOSED MARKETING STATUS (check one) X PRESCRIPTION PRODUCT (Rx) {1 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 5 (3 copiCS) THIS APPLICATION IS [0 PAPER B3 PAPER AND ELECTRONIC [ ELECTRONIC

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

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product {continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

See original NDA for establishment information -

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

{ND 62,780,: DMFs »—————o—— h(4)

FORM FDA 356h (4/03) . PAGE 1 OF 5

b(4;



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

. Index

. Labeling (check one) (7] Draft Labeling [ Final Printed Labeling

Summary (21 CFR 314.50 (c))

1

2
3.
4

. Chemistry section

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

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

C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

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

. Human pharmacokinetics and bicavailability section {e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

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

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

WlwiN|® | O

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

10.

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

1.

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

12

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

13.

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

14.

A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or (i)(2)(A))

15.

Establishment description (21 CFR Part 600, if applicable)

16.

Debarment certification (FD&C Act 306 (k)(1))

17.

Field copy certification (21 CFR 314.50 (I)(3))

18.

User Fee Cover Sheet (Form FDA 3397)

19.

Financial Information (21 CFR Part 54)

O10|00|0|0|0|0|0{0|0|0|0|0|R|0|0|0/R(O|0|0|0

20.

OTHER (Specify)

“9’.‘":‘*9’!\’-‘

CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following:
- Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or 820.
Biological establishment standards in 21 CFR Part 600.

Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.
In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.
Regulations on making changes in application in FD&C Act section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.
Local, state and Federal environmental impact faws.

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

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE _
‘lan W. French, Ph. D., Chief Scientific Officer (Cipher | 10/25/03

Pharmaceuticals Ltd.)

P.R. Inc.)

Arthur M. DeBoeck, VP & Heneral Manager (Galephar

DATE:

ADDRESS (Street, City, State, and ZIP Code)

U. S. Agent: Arthur M. DeBoeck, Galephar P. R. Inc. | ( 905
See above and original NDA for contact information.’

Telephone Number

Galephar 787-713-0340

) 686-9380 (Cipher)

Public reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing
nstructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
3end comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

FORM FDA 356h (4/03)

PAGE 2 OF 5
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v/ Trade Secret / Confidential (b4)
Draft Labeling (b4)
Draft Labeling (b5)

Deliberative Process (b5)
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October 15, 2003

Ms. Valerie Jimenez

Regulatory Project Manager

Division of Metabolic and Endocrine Drug Products (HFD-510)
Parklawn Building

5600 Fishers Lane

Rockuville,

MD 20857-1706

Fax: (301) 443-9282
Re: NDA 21-612; FDA Request for CIP-Fenofibrate Name Change
Dear Ms. Jimenez:

With reference to your telephone call to Cipher on August 7, 2003 and the advice
of the Division to propose another name for CIP-Fenofibrate as presented in the
NDA #21-612, Cipher recommends the name LUXACOR for the fenofibrate
product.

Thank you.

Sincerely,

G

Arshi Kizilbash, MD
Director, Medical Affairs

Apbecrs This Way
On Original

6560 Kennedy Road, Mississauga, Ontario L5T 2X4
Tel: (905) 696-9380 Fax: (805) 802-0628

A Drug Davelopment Company
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Cipher Canada Inc.

6560 Kennedy Road
Mississauga, Ontario
L5T 2X4

Tel, (905) 696-9380
Fax (905) 602-0628

Fax

To: Ms. Valerie Jimenez From: Arshi Kizilbash, M.D.

Fax:  (301)4439282 Pages: 2 (including cover page)
¢ Div of Metabolic and Endocrine Drug

Company Products (HFD-510) /FDA Date: October 15, 2003

Re: = NDA#21-612 cC:

If you do not receive a complete transmission, please call: (905) 696-9380

& Comments:

This fax tansmlsslan_ is privilegad and contains confidentisl information intended only for the person(s) named above. Any other distribution,

©capying or disclosute 8 strictly prahitited, If you have received this fax transmission in errot, please notify the sender immediately and destroy these
pages promptly. We thank you for your coaperation. '




Phanmaceuvticals Limited RECEIVED
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MAY 8 8 2003
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May 6, 2003

Ms. Valerie Jimenez

Regulatory Project Manager
Division of Metabolic and Endocrine Drug Products (HFD-510) O R l G l N A L ,

Parklawn Building

5600 Fishers L ey
Rockvillli, ?\;l% 2?(;]:57-1 706 NEW CO RRESP N ~Y0 C

Re: NDA 21-612; Notice of Filing of Patent Infringement Action

Dear Ms. Jimenez:

Enclosed is one volume containing the notice of filing of patent infringement action.

If you require any further information or clarification, please do not hesitate to contact me
at 905-696-9380 ————_____~ or our U.S. agent in Puerto Rico, Mr. Arthur
Deboeck at 787-713-0340 (adeboeck@galephar.com).

Yours sincerely,

Appears This Way
lan W. French, Ph.D. On Criginal
Chairman & Chief
Scientific Officer

Suite 201, Lauriston, Collymore Rock, St Michael, Barbados, W.I.
Tel: (246) 228-9663; Fax (246) 228-8329

b(®



ORIG lNAL

Phammaceiticals Limited

March 24, 2003

Ms. Valerie Jimenez ' -
Regulatory Project Manager et he )
Division of Metabolic and Endocrine Drug Products (HFD-510)

Parkiawn Building NEW CORRESP
5600 Fishers Lane

Rockville, MD 20857-1706

4:‘/

Re: NDA 21-612; Cip;her Fenofibrate Capsules; Request for Additional Information
Dear Ms. Jimenez:

Enclosed is one volume of additional information in response to your request by facsimile
of March 17, 2003.

Enclosed in this volume is;

Completed and signed form FDA 356h.

Revised completed and signed User Fee Cover Sheet (form FDA 3397).

Debarment certification for Galephar PR Inc.

Completed and signed form FDA 3454.

Statement of notice of paragraph IV patent certification, and letter acknowledging
receipt of notice.

Eight (8) copies of the revised table of contents with the requested FDA volume
numbering alongside the original Cipher volume numbering.

OhwN =

o

4 If you require any further information or clarification, please do not hesitate to contact me
at 905-696-9380 or our U.S. agent in Puerto Rico, Mr. Arthur b(4
Deboeck at 787-713-0340 ( (adeboeck@galephar com). )

Yours sincerely,

lan W. French, Ph.D.

Chairman & Chief
Scientific Officer

Suite 201, Lauriston, Collymore Rock, St Michael, Barbados, W_.I.
Tel: (246) 228-9663; Fax (246) 228-8329



DEPARTMENT OF HEALTH AND HUMAN SERVICES .Form Approved: OMB No. 0910-0338
FOOD AND DRUG ADMINISTRATION Expiration Date: August 31, 2005

See OMB Statement on page 2.
" APPLICATION TO MARKET A NEW DRUG, BIOLOGIC,

lb()

FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE PN b
(Title 21, Code of Federal Regulations, Parts 314 & 601 )
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Cipher Pharmaceuticals Limited March 24, 2003
TELEPHONE NO. (include Area Code) FACSIMILE (FAX) Number (Inclu_de Area Code)
NA Contact 905-696-9380 246-228-8329
APPLICANT ADDRESS {Number, Street, City, State, Country, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
Code, and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE
Arthur M. Deboeck
Suite 201 Galephar PR Inc.
Lauriston, Collymore Rock Road 198 No. 190 km 14.7
St. Michael, BARBADOS Juncos Industrial Park
: ! Juncos 00777-3873 Tel: (787) 713-0340
. Puerto Rico : Fax: (787) 713-0344
PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 21-612
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
Fenofibrate CIP-Fenofibrate
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) CODE NAME (If any)
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Capsules 50, 100, 150 s mg Oral
(PROPOSED) INDICATION(S) FOR USE:
Hypercholesterolemia, Mixed Dyslipidemia and Hypertriglyceridemia
“ APPLICATION INFORMATION
APPLICATION TYPE :
(check one) X NEW DRUG APPLICATION (21 CFR 314.50) [0 ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
[J BIOLOGICS LICENSE APPLICATION (21 CFR Part 601) ’
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 505 (b)(1) X 505 (b)(2)
IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug _ Tricor Tablets Holder of Approved Application _ Abbott Laboratories
TYPE OF SUBMISSION (check one) [ ORIGINAL APPLICATION' X AMENDMENT TO A PENDING APPLICATION {J RESUBMISSION
] PRESUBMISSION 1 ANNUAL REPORT 0O ESTABLISHMENT DESCRIPTION SUPPLEMENT O EFFICACY SUPPLEMENT
[J LABELING SUPPLEMENT [J CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT 1 OTHER
IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:
IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY 0 cBe {1 cBE-30 3 Prior Approval (PA)
REASON FOR SUBMISSION
Response to request for additional information
PROPOSED MARKETING STATUS (check one} X PRESCRIPTION PRODUCT (Rx) O OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED ) 1 THIS APPLICATION IS [ PAPER [0 PAPER AND ELECTRONIC [ ELECTRONIC

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

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stabiiity testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

See attached sheet for Establishment Information.

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

.{D 62,780, DMFs: b(4)

FORM FDA 356h {9/02) PSC Media Arts: (301) 443-1090 EF ) PAGE 10F 4



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

1. Index

2. Labeling (check one} (] Draft Labeling [ Final Printed Labeling
3. Summary (21 CFR 314.50 (c))
4

. Chemistry section
A.  Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)
B. Samples (21 CFR 314.50 (e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA’s request)
C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)
. Nonclinical pharmacology and toxicology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)
- Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)
. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
. Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)
. Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR 601.2)
10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)
11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)
12. Case report forms (e.g., 21 CFR 314.50 {f)(2); 21 CFR 601.2)
13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))
14. A patent certification with respect to any patent which claims the drug (21U.s.C. 355 (b)(2) or (j)(2)(A))
15. Establishment description (21 CFR Part 600, if applicable)
16. Debarment certification (FD&C Act 306 (k)(1))
17. Field copy certification (21 CFR 314.50 (1)(3))
18. User Fee Cover Sheet (Form FDA 3397)
19. Financial Information (21 CFR Part 54)
20. OTHER (Specify) Revised Table of Contents, Form 3454

Wl o |~NO O,

XIOROXKOROOOO0O0O0o00oooooooo

CERTIFICATION

1 agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. ! agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following: : '
Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or 820.
Biological establishment standards in 21 CFR Part 600.
Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.
In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.
Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

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

DA A LN

SIGNATURE OF PONSIBLE OFFICIAL OR AGENT ) TYPED NAME AND TITLE . DATE:
— Dr. I. W. French, President and COO March 24, 2003
. ,L/ Arthur M. Deboeck, Vice President & General Manager
ADDRESS (Street, City, State, and ZIP Code) : Telephone Number
U.S. Agent, Galephar P.R. Inc. Cipher: (905)696-9380
See attachment for address & contact numbers ) Galephar: (787) 713-0340

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

© Nepartment of Health and Human Services Food and Drug Administration
Cg’g; ':_?,%;%Admm'sm"o" ?2%%'; %R&:‘Xwnu o An agency may not conduct or sponsor, and a person is
1401 Rockville Pike Rockville, MD 20852 not required to respond to, a collection of information

Rockville, MD 20852-1448 ‘ unless it displays a currently valid OMB control number.

FORM FDA 356h (9/02) PSC Media Arts: (301) 443-1090  EF PAGE 20F 4
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NEW CORRESP

Eaﬂada /nc, RECEIVED
JAN 1 32003

January 10, 2003

CDR/CDER
Central Document Room (HFD-94)
Center for Drug Evaluation and Research
Food and Drug Administration ‘ ,
12229 Wilkins Avenue R ECE IVE D '
Rockville, MD 20852 JAN 1 4 2003

FDR/CDER
Re: Cipher Oral Fenofibrate Capsules NDA (Application N 21612)

Resubmission of Electronic Files <

Please find enclosed 2 binders of electronic files in response to your facsimile of December 24,
2002; one binder containing the electronic files for the Clinical-Pharmacokinetics and
Bioavailability review copy of the NDA and one binder containing the electronic files for the
archival copy of the NDA. The resubmitted electronic files are in the required format specified in
the electronic NDA guidarnce.

I trust that the electronic media submission is now acceptable and review of this application can
begin.

Yours sincerely,

()*M_ Appears This Way
R On Originail

Larry S. Gontovnick, Ph.D.
Vice-President, Clinical Development and Regulatory Affairs

6560 Kennedy Road, Mississauga, Ontario LST 2X4
Telephaone: {905) 696-3380 « Fax: {905) 565-1776

A Drug Development Company.
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: Form Approved: OMB No. 0910-0338
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: April 30, 2000
) FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601) 3 \- G { 2
APPLICANT INFORMATION
NAME OF APPLICANT ‘DATE OF SUBMISSION
Cipher Pharmaceuticals Limited December 24, 2002
TELEPHONE NO. ('Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
NA Contact 905-696-9380 246-228-8329
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
and U.S. License number if previously issued): ZIP  Code telephone & FAX number) IF  APPLICABLE
Arthur M. Deboeck
Suite 201 ' Galephar PR Inc.
Lauriston, Collymore Rock R E C E l \./ E D ?03‘1 19'8 2‘0- t1 ool I;m ;4-7
: uncos Industrial Par|
St. Michael, BARBADOS DEC 2 6 2002 Juncos 00777-3873 Tel: (787) 713-0340
Puerto Rico ‘ Fax: (787) 713-0344
PRODUCT DESCRIPTION C D R /C D E R

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) NA

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) Fenofibrate© | PROPRIETARY NAME (trade name) IF ANY CIP-Fenofibrate

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (/f any) CODE NAME (If any)

DOSAGE FORM: Capsules STRENGTHS: 50, 100, 150 - == mg ROUTE OF ADMINISTRATION: Oral

(PROPOSED) INDICATION(S) FORUSE:  For Type IV and V hypercholesterolemia.

FPLICATION INFORMATION
~PPLICATION TYPE . )
(check one) X NEW DRUG APPLICATION (21 CFR 314.50) [0 ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 31.94)

[7 BIOLOGICS LICENSE APPLICATION (21 CFR part 601)-

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 1 505 (b) (1) & 505 (b) (2) 0 507
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug | Holder of Approved Application
TYPE OF SUEMISSION )
(check one) X ORIGINAL APPLICATION [J AMENDMENT TO A PENDING APPLICATION [0 RESUBMISSION

[J PRESUBMISSION [0 ANNUAL REPORT [ ESTABLISHMENT DESCRIPTION SUPPLEMENT [J SUPAC SUPPLEMENT

[ EFFICACY SUPPLEMENT [0 LABELING SUPPLEMENT - . [0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O OTHER

REASON FOR suBmissioN This is for a 505(b)(2) filing for this formulation of fenofibrate and for an indication for Type IV and
IV hypercholesterolemia with supporting literature evidence.

PROPOSED MARKETING STATUS (check one) X PRESCRIPTION PRODUCT (Rx} [1 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED _ 44 THIS APPLICATION IS R PAPER [ PAPER AND ELECTRONIC  [] ELECTRONIC

ESTABLISHMENT INFORMATION

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

See attached sheet for Establishment Information.

Cross References (list related License Applications, INDs, NDAs, PMAs, 51 0(k)s, IDEs, BMFs, and DMFs referenced in the current
-nplication)

062,780, DMFs: ———"""""" b(4)

b(4)

FORM FDA 356h (7/97) - Created by Electrunic Document Sevices/USDHHS: (301) 443.2454  EF |
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This application contains the following items: (Check all that apply)

X 1. Index

X 2. Labeling (check one) ® Draft Labeling {1 Final Printed Labeling

3. Summary (21 CFR 314.50(c))

4. Chemistry section

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50(d) (1), 21 CFR 601.2)

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

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (1), 21 CFR 601.2)

Nongclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

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

5
6
7. Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))
8
9

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

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

11. Case report tabulations (e.g. 21 CFR 314.50 {f) (1), 21 CFR 601.2)

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

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

14. A patent certification with respect to any patent which claims the drug (21 U.S.C.355 (b) (2) or (j) (2) (A)

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

16. Debarment certification (FD&C Act 306 (k) (1))

17. Field copy certification (21 CFR 314.50(k) (3))

S A e A e R e e R E e R e A e R R A R R A R A R R R A

18. User Fee Cover Sheet (Form FDA 3397)

19. OTHER (Specify)

ERTIFICATION

i agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following:
. Good manufacturing practice regulations in 21 CFR 210 and 211, 606 and/or 820.
. Biological establishment standards in 21 CFR Part 600.
. Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 809.
. In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
. Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.
. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.
Local, state and Federal environmental impact laws.
lf thls application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been review and, to the best of my knowledge are certified to be true and accurate.
Warning: a willglyjdse statementija criminal offense, U.S. Code, title 18, section 1001.

\IO')UI-A(A?N—\

SIG PONSIBLE O 1AL OR AGENT TYPED NAME AND TITLE DATE
Dr. 1. W. French, President and COO
/"L\«n . 0 0"-4—# Arthur M. Deboeck, Vice President & General Manager
ADDRESS (Street, Cit;’, State, and ZIP Code) { Telephone Number
U.S. Agent, Galephar P.R. Inc. Cipher: (905)696-9380
See attachment for address & contact numbers Galephar: (787) 713-0340

Public reporting burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing 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:

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a
‘aperwork Reduction Project (0910-0338) person is not required to respond to, a collection of
wbert H. Humphrey Building, Room §31-H information unless it displays a currently valid OMB

1 independence Avenue, SW. control number.

shington, DC 20201

Please DO NOT RETURN this form to this address.

FORM FDA 356h (7/97)
PAGE 2
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NDA REGULATORY FILING REVIEW
(Including Memo of Filing Meeting)

NDA # 21-612 . Supplement # N/A

Trade Name: Luxacor (fenofibrate) Capsules (DMETS approved trade name11/06/03)
Generic Name: Fenofibrate Capsules
Strengths: 50, 100, 150 —— mg  DB{4)

Applicant: Cipher Pharmaceuticals, Limited
U.S. Agent: Galephar
Date of Application: December 24, 2003
Date of Receipt: December 26, 2003
Date clock started after UN: February 26, 2003
Date of Filing Meeting: April 15, 2003
Filing Date: April 27, 2003
74-Day letter issue date: May 7, 2003
Action Goal Date (optional): December 17, 2003 User Fee Goal Date: December 26, 2003

Indication(s) requested: Reduction of LDL-C, Total-C, TG, Apo-B, and increase HDL-C in adults with
primary hypercholesterolemia (IIA & IIB) and adults with hypertriglyceridemia
(Type IV & V).

Type of Application: ~ Original (b)(1) NDA Original (b)(2) NDA X
(b)(1) Supplement (b)(2) Supplement
[If the Original NDA was a (b)(2), all supplements are (b)(2)s; if the Original NDA
was a (b)(1), the supplement can be either a (b)(1) or a (b)(2).]

g

NOTE: If the application is a 505(b)(2) application, complete the 505(b)(2) section at the end of this
summary.

Therapeutic Classification: S X P

Resubmission after a withdrawal?  No Resubmission after a refuse to file? No

Chemical Classification: (1,2,3 etc.) 3

Other (orphan, OTC, etc.) _ N/A

User Fee Status: Paid X Waived (e.g., small business, public health)
Exempt (orphan, government)

Form 3397 (User Fee Cover Sheet) submitted: YES

User Fee ID # 4494

Clinical data? YES NO, Referenced to NDA #  21-203

Is there any 5-year or 3-year exclusivity on this active moiety in either a (b)(1) or a (b)(2) application?
(Note: The 3-year exclusivity for Fredericksons Ila + IIb (indication) expired April 24, 2003.)

If yes, explain:

Does another drug have orphan drug exclusivity for the same indication? ' . NO



NDA 21-612
NDA Regulatory Filing Review

Page 2
If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness
[21 CFR 316.3(b)(13)]?

N/A

Is the application affected by the Application Integrity Policy (AIP)? NO
If yes, explain. :
If yes, has OC/DMPQ been notified of the submission? YES
e Does the submission contain an accurate comprehensive index? YES
e Was form 356h included with an authorized signature? NO

If foreign applicant, both the applicant and the U.S. agent must sign.
Eventually FDA received 356h forms signed by either the applicant or the agent, not by both.

e Submission complete as required under 21 CFR 314.50? YES
If no, explain: (Note: A comprehensive index and various required forms were submitted as
" amendments.) -

e Ifan electronic NDA, does it follow the Guidance? NO
If an electronic NDA, all certifications must be in paper and require a signature. YES

Which parts of the application were submitted in electronic format?
Partially electronic submission of biopharmaceutics data sets. Some parts were not readable, but were
corrected.

e Ifin Common Technical Document format, does it follow the guidance? YES i
When submitted in paper, it did not contain an comprehensive table of contents (TOC) with unique
identifiers that corresponded with the CDR volume numbering system. A revised TOC was submitted as
an amendment. ‘

e Isitan electronic CTD? NO
If an electronic CTD, all certifications must be in paper and require a signature.
Which parts of the application were submitted in electronic format?

e Patent information included with authorized signature? YES

e Exclusivity requested? NO
Note: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is not
required.

e Correctly worded Debarment Certification included with authorized signature? YES (applicant)

: No(agent) Ve, 3 3
The certification submitted by the agent, Mr. Deboeck, included “to the best of my knowledge.”
The certification has been vesubmited and Stades “did not ard wili not use,..”
If foreign applicant, both the applicant and the U.S. Agent must sign the certification.
-Certifications signed by the applicant and the agent were submitted separately.

NOTE: Debarment Certification must have correct wording, e.g.: “I, the undersigned, hereby certify that
- Co. did not and will not use in any capacity the services of any person debarred under

Version: 1/13/2003



NDA 21-612
NDA Regulatory Filing Review
Page 3

section 306 of the Federal Food, Drug and Cosmetic Act in connection with the studies listed in Appendix
. Applicant may not use wording such as “To the best of my knowledge . . ..”

e Financial Disclosure information included with authorized signature? | YES
(Forms 3454 and/or 3455 must be used and must be signed by the APPLICANT.)

Individual investigator forms were submitted, but the applicant did not submit either form.
e Field Copy Certification (that it is a true copy of the CMC technical section)? YES

Refer to 21 CFR 314.101(d) for Filing Requirements

e PDUFA and Action Goal dates correct in COMIS? YES
If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating inspection dates.

e Drug name/Applicant name correct in COMIS? If not, have the Document Room make the corrections.

e List referenced IND numbers: IND 62,780

e End-of-Phase 2 Meeting(s)? Date(s) NO
If yes, distribute minutes before filing meeting.

e Pre-NDA Meeting(s)? Date(s) 7/23/02 YES
If yes, distribute minutes before filing meeting.

Project Management

e Package insert consulted to DDMAC? . YES
e Trade name (plus PI and all labels and labeling) consulted to ODS/Div. of Medication Errors and ¥
* Technical Support? YES

e MedGuide and/or PPI (plus PI) consulted to ODS/Div. of Surveillance, Research and Communication
Support?
N/A

e Ifadrug with abuse potential, was an Abuse Liability Assessment, including a proposal for scheduling,
submitted? :

N/A

If Rx-to-OTC Switch application:

e OTC label comprehension studies, all OTC labeling, and current approved PI consulted to ODS/ Div. of
Surveillance, Research and Communication Support?
N/A

e Has DOTCDP been notified of the OTC switch application? N/A
Clinical

e Ifa controlled substance, has a consult been sent to the Controlled Substance Staff?
N/A

pe 4
’

Version: 1/13/2003



NDA 21-612
NDA Regulatory Filing Review
Page 4

Chemistry

e Did applicant request categorical exclusion for environmental assessment? YES
If no, did applicant submit a complete environmental assessment? ' N/A
If EA submitted, consulted to Nancy Sager (HFD-357)? N/A

e Establishment Evaluation Request (EER) submitted to DMPQ? YES

e If parenteral product, consulted to Microbiology Team (HFD-805)7 N/A

If 505(b)(2) application, complete the following section:

¢ Name of listed drug(s) and NDA/ANDA #: NDA 21-203 Tricor Tablets, 54 mg, 160 mg (cited in 356h),
(Relevant but not cited by applicant: NDA 19-304 Tricor Capsules, 67 mg, 134 mg, 200 mg)

e 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 provides for a capsule dosage form with strengths different from NDA 19-304,
which is not marketed. One of the four=——== capsule strengths is { —— 9 b(4)
marketed Tricor Tablet strengths.

e Is the application for a duplicate of a listed drug and eligible for approval under section 505(j) as an

ANDA? (Normally, FDA will refuse-to-file such NDAs.)
NO

e Is the extent to which the active ingredient(s) is absorbed or otherwise made available to the site of action ¥
less than that of the reference listed drug (RLD)? (See 314.54(b)(1)). If yes, the application should be

refused for filing under 314.101(d)(9).
NO

o s the rate at which the product’s active ingredient(s) is absorbed or otherwise made available to the site of
action unintentionally less than that of the RLD? (See 314.54(b)(2)). If yes, the application should be

refused for filing under 314.101(d)(9).
NO

e Which of the following patent certifications does the application contain? Note that a patent
certification must contain an authorized signature.

21 CFR 314.50(i)(1)(1)(A)(1): The patent information has not been submitted to FDA.
21 CFR 314.50(1)(1)(1))(A)(2): The patent has expired.
21 CFR 314.50(i))(1)(i)(A)(3): The date on which the patent will expiré.

X 21CFR3 14.50(i)-(1)(i)(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.

Version: 1/13/2003



NDA 21-612
NDA Regulatory Filing Review
Page 5

IF FILED, and if the applicant made a “Paragraph IV certification [21 CFR
314.500)(1)(i)(A)(4)], the applicant must submit a signed certification that the patent holder
was notified the NDA was filed [21 CFR 314.52(b)]. Subsequently, the applicant must submit
documentation that the patent holder(s) received the notification ([21 CFR 3 14.52(e)].

¢ The applicant submitted proof of notification and notification that the patent holder, Abbott
Labs, had filed suit to contest this patent issue.

21 CFR 314.50(i)(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. Applicant must provide a statement that the method of use

patent does not claim any of the proposed indications.

21 CFR 314.50(i)(3): Statement that applicant has a licensing agreement with the patent owner

(must also submit certification under 21 CFR 3 14.50(1)(1)(1)(A)(4) above.)
Written statement from patent owner that it consents to an immediate effective date upon

approval of the application.

e Did the applicant:

e Identify which parts of the application rely on information the applicant does not own or to which

the applicant does not have a right of reference?
' YES NO

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

exclusivity?
YES *y

e Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the

listed drug?
YES

e 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 indication (21 CFR 3 14.54(a)(1)(iv).?
, NO

o Ifthe (b)(2) applicant is requesting exclusivity, did the applicant submit the following information
required by 21 CFR 314.50()(4): N/A

e Certification that each of the investigations included meets the definition of "new clinical

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

e A list of all published studies or publicly available reports that are relevant to the conditions for

which the applicant is seeking approval.
YES NO

e EITHER
- ‘The number of the applicant's IND under which the studies essential to approval were conducted.

Version: 1/13/2003



NDA 21-612
NDA Regulatory Filing Review
Page 6

YES, IND # NO

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

N/A YES ~ NO

e  Has the Director, Div. of Regulatory Policy II, HFD-007, been notified of the existence of the (b)(2) application?

YES

Appears This Way
On Original
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" BACKGROUND: This is a 505(b)(2) NDA for fenofibrate capsules in ==—=strengths, 50 mg, 100 mg, 150

NDA 21-612
NDA Regulatory Filing Review
Page 7

ATTACHMENT

MEMO OF FILING MEETIN‘G

bATE: April 15, 2003
bty

mg, < wsss-ss===The innovator, Abbott Labs, is not marketing its approved 67 mg, 134 mg, or 200 mg b(4)
capsules (NDA 19-304). However, Abbott is marketing tablets approved in 54 mg and 160 mg strengths

(NDA 21-203).

(Provide a brief background of the drug, e.g., it was already approved and this NDA is for an extended-release
formulation; whether another Division is involved; foreign marketing history; etc.)

ATTENDEES:
ASSIGNED REVIEWERS:
Discipline . Reviewer
Medical: Mary Parks, M.D.
Secondary Medical: N/A e
Statistical: _J. Todd Sahlroot, Ph.D.
Pharmacology: Indra Antonipillai, Ph.D.
Statistical Pharmacology: N/A
Chemist: William Adams, Ph.D.
Environmental Assessment (if needed):
Biopharmaceutical: Wei Qiu, Ph.D. %
Microbiology, sterility: N/A
Microbiology, clinical (for antimicrobial products only): N/A
DSI:
Regulatory Project Manager: Bill Koch
: (subsequently re-assigned to Valerie Jimenez)
Other Consults: : N/A
Per reviewers, are all parts in English or English translation? YES
If no, explain:
CLINICAL FILE X REFUSE TO FILE
e Clinical site inspection needed: NO
¢ Advisory Committee Meeting needed? ‘ _ NO

e Ifthe application is affected by the AIP, has the division made a recommendation regarding
whether or not an exception to the AIP should be granted to permit review based on medical
necessity or public health significance?

N/A

e

Version: 1/13/2003
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NDA 21-612
NDA Regulatory Filing Review

Page 8

CLINICAL MICROBIOLOGY N/A
STATISTICS FILE REFUSE TO FILE -_ N/A
BIOPHARMACEUTICS FILE X REFUSE TO FILE

¢ Biopharm. inspection needed: YES
PHARMACOLOGY | FILE . REFUSE TO FILE

e« GLP inspection needed: NO
CHEMISTRY FILE X REFUSETOFILE

e Establishment(s) ready for inspection? | YES

e Microbiology NO
ELECTRONIC SUBMISSION:
Any comments: Some of the electronic documents cannot be opened.
REGULATORY CONCLUSIONS/DEFICIENCIES:

The application is unsuitable for filing. ‘Explain why:

X The application, on its face, appears to be well organized and indexed. The application

appears to be suitable for filing.

X No filing issues have been identified.

Filing issues to be communicated by Day 74. List (optional):

ACTION ITEMS:

L. Document filing issues/no filing issues conveyed to applicant by Day 74.

[See attached electronic signature page.}

Enid Galliers on behalf of William Koch (for meeting minutes)

and on behalf of Valerie Jimenez (for PM administrative review)
Regulatory Project Manager, HFD-510

o4

Version: 1/13/2003
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

REQUEST FOR CONSULTATION

TO (Division/Office):
Director, Division of Medication Errors and
Technical Support (DMETS), HFD-420
PKLN Rm. 6-34

FROM: Valerie Jimenez, HFD-510
(301) 827-9090

DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
October 15, 2003 21-612 New NDA | October 15, 2003
NAME OF DRUG PRIORITY CONSIDERATION » CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
CIP/Fenofibrate Capsules Standard Lipid Altering (5) | November 7, 2003
NAME OF FIRM: '
| A
REASON FOR REQUEST
1. GENERAL

O NEWPROTOCOL O PRE-NDA MEETING
& PROGRESS REPORT

B NEW CORRESPONDENCE

[3 DRUG ADVERTISING

O ADVERSE REACTION REPORT

{0 MANUFACTURING CHANGE/ADDITION
0 MEETING PLANNED BY

0 RESUBMISSION
0 SAFETY/EFFICACY
O PAPER NDA

3 END OF PHASE Il MEETING

£ CONTROL SUPPLEMENT

{3 RESPONSE TO DEFICIENCY LETTER
0 FINAL PRINTED LABELING

O LABELING REVISION

0 ORIGINAL NEW CORRESPONDENCE
O FORMULATIVE REVIEW

OTHER (SPECIFY BELOW): Trade name review

IL. BIOMETRICS

E .
 STATISTICAL EVALUATION BRANCH

_ STATISTICAL APPLICATION BRANCH

3 TYPE A OR B NDA REVIEW
& END OF PHASE Il MEETING
O CONTROLLED STUDIES

& PROTOCOL REVIEW

3 OTHER (SPECIFY BELOW):

8 CHEMISTRY REVIEW
0 PHARMACOLOGY
O BIOPHARMACEUTICS
3 OTHER (SPECIFY BELOW):

Ill. BIOPHARMACEUTICS

O DISSOLUTION
0 BIOAVAILABILTY STUDIES
L PHASE IV STUDIES

£} DEFICIENCY LETTER RESPONSE
O PROTOCOL-BIOPHARMACEUTICS
T3 IN-VIVO WAIVER REQUEST

q

IV. DRUG EXPERIENCE

03 PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL
DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
CASE REPORTS OF SPECIFIC REACTIONS (List below)
B COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP
¥

3 REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
0 SUMMARY OF ADVERSE EXPERIENCE
[3 POISON RISK ANALYSIS

V. SCIENTIFIC INVESTIGATIONS

3 CLINICAL

O PRECLINICAL

COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS:

Attachment: Proposed PI

Because this is a 505(b)(2) NDA which references NDA 19-304, the package insert will need to follow that of the innovator.
Therefore, we are requesting your comments only on the proposed proprictary name, “LUXACOR.”
Please call if you need anything, Valerie Jimenez, Regulatory Project Manager, (301) 827-9090.

| S S e R -

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)
L ‘ v x MALL O HAND
SIGNATURE OF REGEIVER SIGNATURE OF DELIVERER




Thisis a roproscntaion of an electronic record that was signed electronically and
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10/16/03 08:15:14 AM
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MEMORANDUM OF TELECON

DATE: August 7, 2003

APPLICATION NUMBER: NDA 21-612, CIP-Fenofibrate (fenoﬁbrate) 50 mg, 100 mg, 150
mg, —Tablets b( 4)

BETWEEN:
Name: Archie Kizilbash, M.D., Director Medical Affairs
Ian French, M.D., Chief Scientific Officer
Larry Andrews, President, Cipher Pharmaceuticals Limited
Phone: (905) 696-9380

AND

Representing: Cipher Pharmaceuticals Limited

Name: Mary Parks, M.D., Deputy Director and Medical Team Leader
' Enid Galliers, Chief, Project Management Staff
Valerie Jimenez, Regulatory Project Manager
Division of Metabolic and Endocrine Drug Products, HFD-510

SUBJECT: Proprietary Name Review

BACKGROUND: Cipher Pharmaceuticals Limited submitted a new drug application (NDA) on
February 23, 2003, for the proposed indication of Type IV and Type V Hypercholesterolemia. A
consult for the proprietary name, CIP-Fenofibrate, was submitted for review.

The firm was notified that the proprietary name, CIP-Fenofibrate, was unacceptable.
Reason specified: Nonproprletary names are not subject to proprietary trademark rights,
but are entirely in the public domain.

The firm also wanted to know if the resubmission of the names would affect the time of
application review.

The firm was advised to submit several names indicating the order of preference by early
to mid September as the Division of Medication Errors and Technical Support reviews
proposed proprietary names 90 days before the action goal date.

In addition, the firm was informed that the timeframe for proprietary name review would
be approximately ninety days.

Valerie Jimenez
Regulatory Project Manager

P
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Office of Drug Safety

Memo

To:

From:

Through:

CC:

Date:
Re:

David Orloff, M.D. _
Division of Metabolic and Endocrine Drug Products
HFD-510

Charlie Hoppes, R.Ph., M.P.H.
Safety Evaluator, Division of Medication Errors and Technical Support
Office of Drug Safety, HFD-420

Alina Mahmud, R.Ph.

Team Leader, Division of Medication Errors and Technical Support
Office of Drug Safety, HFD-420 T

Carol Holquist, R.Ph.
Deputy Director, Division of Medication Errors and Technical Support
Office of Drug Safety, HFD-420

Jerry Phillips, R.Ph.
Associate Director
Office of Drug Safety, HFD-400

Valerie Jimenez
Project Manager

| HFD-510

July 25, 2003

DMETS Consult 03-0162; CIP-Fenofibrate (Fenofibrate Capsules); NDA 21-612

This memorandum is in response to a May 5, 2003, request from your Division for a review of the
proprietary name, CIP-Fenofibrate. The usual proprietary name review was not conducted for this
name because it contains the established name and is therefore unacceptable.

® Page 1

e



We note that the prefix, “CIP” is derived from the name of the sponsor, Cipher Pharmaceuticals, Ltd.
Fenofibrate is listed in the Dictionary as a USAN (United States Adopted Name). As described in 21
CFR 299.4(d), the Agency supports the Guiding Principles for Coining United States Adopted Names
for Drugs published in the USP Dictionary of USAN and International Drug Names. The “Guiding
Principles” state that a “USAN is a nonproprietary name selected by the USAN Council” and “By
definition, nonproprietary names are not subject to proprietary trademark rights, but are entirely in the

- public domain.”. Therefore, based on this regulation, the use of “fenofibrate” in the proposed
proprietary name, “CIP-Fenofibrate” is unacceptable. '

In addition, DMETS has safety concerns regarding the use of the prefix “CIP”. DMETS questions
whether the sponsor intends to utilize the prefix “CIP” in conjunction with other names with
subsequent applications. Post-marketing experience has shown confusion and resulting medication
errors due to proliferation of names with a common prefix. One example of such confusion has been
seen with products having the prefix “APO”, manufactured in Canada by Apotex (see Appendix 1 for
list of names with prefix “APO”). Consequently, DMETS has objected to inclusion of the prefix
“APO” for proprietary names proposed in this country since this practice may result in the
introduction of numerous sound-alike/look-alike names. DMETS continues to object to proposals
which would lead to a proliferation of products with commonalties in nomenclature. DMETS
believes that the entrance in the marketplace of different products which include common lettering,
“CIP”, would lead to confusion and result in medication errors.

Furthermore, the prefix CIP may look very much like the medical abbreviation “QID”, meaning four
times daily (see writing sample below). A misinterpretation of the prefix CIP could result in a four-
fold overdosage of fenofibrate.

ﬁfmm (4D Eplibate

Similarly, the prefix CIP could look like the medical abbreviations “QD” (once daily) or “UD” (as
directed), as seen in the writing samples below.

CIP vs. QD

In surﬁmary, DMETS does not recommend the use of the proprietary name, CIP-Fenofibrate.

If you have any questions or need clarification, please contact Sammie Beam at 301-827-3242.

® Page 2
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ALPHABETICAL Lt

PROBUCT NAME
292
STC(EDS)
s-mmosp.ucvuc ACH
ABAQAV:Rsm
ABACAVIR S04
CAMIVUDINEZIDOVUDINE
AGARBOSE
ACCOLATE (EDS)
ACGU—CHEKCOMPACT
AGCUPRI
cwaan
ACCUTANE
ACCUTREND
~Acsaurot.m, HeL
ACENOCOUMAROL .
ACETAMINOPHENICAFFE(NE
Acemmuomewcomsme
AcerAzoum DE
ACETEST. 3.
ACETOXYL ! A g:
AGETYLCYSTEINE 130 ANTHRAEORTE- 198
-ACETYLCYSTEINE SOLUTION 130 ANTHRAFORTE-2 198
TYLSALK \Cig- 7% ANTHRANGL 198
ANTHRASCALP 198
83 APO-ACEBUTOLOL 45
199 APO:ACETAZOLAMIOE 137
217 APO-ACYCLQV(R 13
772 14
135 APO-ALLORURINOL 210
13 ARG-ALPRAZ 112
52 APO-AMILZIDE 59
196 APO-AMITRIPTYLINE 95
A 31 APQ-AMOX) 8
ADVAIR (EDS) 33 B 9
ADVAIR DISKUS (EDS) 33 APO-AMOX! CLAV (EDS) 9
ADVANTAGE COMFORY 120 APO-AMFY 10
AGENERASE (EDS) 7 APO-ATENOL, . 47
AGGRENOX (EDS) el 210
AGRYLIN 21 35
a2 13
132 28
68 113
a8 211
ALDACT! 126 18
ACENDRONATE SGDIUM Al 60
ALERTEC{EDSY). 111 61
ALESSE 163 92
AEFUZOSIN: Ho 5
ALLOPURINGL 210 8§
ALOMIDE 140 6
ALPHAGAN . 139 113
ALPRAZOLAM 112 171
ALTACE i 68 125
ALTLPRAZO! 67 147
ALUMINUM ACETATE; 12
BENZETHQN&UM CHLORIDE 133 92:
198 6
ALUPENT a1 90
338




PRODUCTNAME Page PRODUCT RAME Page

momome a1 AROLEVOCARD 215
APO-CLORAZEPATE 113 APO-LISINOPRIL 64
APDCLOX! 10 APQ:LITHIUM CARBONATE 117
APO-CROMOLYN © 140 144
219 114
ARQ-CYCLOBENZAPRINE (EDS) 36 57
- APO-DESIPRAMINE 96 107
" 97 175
APC-DESMOPRESSIN (EDS) 174 78 :
APODIAZEPAM 114 25 5
APO-DICLO 7 172
APGEDICLO SR 76 €5
- 77 65
APGLOIFLUNISAL 77 17
APO-DILTIAZ 48 : 1 X 65
wé—ummco 48 PO-METOCLOP 148
) 50 APO-METOPROLOL 50
APO-DILTIAZ. 48 N 51
APQ:B{MENI-NDRINATE 148 APOMETOPROLOL-TYPE L 50
APODIPIVEFRIN 138 s1
92 APOMETRONIDAZOLE 21
8 APQMINOCYCLINE{EDS) 12
147 - APO-MISOPROSTOL 149
62 APOMCCLOBEMIDE 98
87 100
14 APO-NABUMETONE (EDS) : 80
7 APONADOL. 51
8§ 80
” a0
148 100
56 52
. H 202 g2
Appears This Way e E
3 1
a1l 3 20
On Original - 20
88 31
105 15
114 203
APO-FLURB}PROFEN 78 202
o8 43 %
99 10
208 108
125 a1
‘83 52
5T 53
171 81
106" 58
108 &7
83 181
126 ]
116 §3
78 108
[ 63
128 54
78 54
79 150
30 2
72 33
124 218
79 102
4 55
7% 150
214 21
84 22
144 23
83 127
140 82
340




mouucrms ' Page PRODUGT NAME Page

115 DIFROGPIONATE 34
69 K 153
4 " 189
12 HENAZEPRIL HOL 58
203 BENOXYL 198
110 BENTYLOL 29
82 BENURYL 2r
43 BENZACAC 198
55 BENZAGW 198
141 BENZAGW 88
173 BENZAGEL | 188
102 BENZOYL PERQXIDE 198
103 BENZTROPINE MESYLATE 28 E
70 BEROTEG 31
115 HERO 31
10 150
28 184
21 140
103 7
94 218 |
70 150
41 50 i
42 51
17 51
138
63
18 159
214
27 189
oy 217
Appeais This Way 212
195 180
el 162
On Criginal 2 , Sou . s
7 BETAuETﬁAaaNE DISODIUM:
151 ISEHA 134
120 : 190
59 Amﬁmmue VALERATE 190
59 BETASERON (EDS) 214
116 BETAXIN 207 .
82 BETAXOLOL HOL 139 EN
a2 BETHANECHOL CHUORIDE 28 s
47 134
59 190
ATENOLOL/CHLORTHALIDONE £y : 139
ATIVAN 1 | 56
ATORVASTATIN CALCIUM 56 BEZALIP. SR (5931 56
ATOVAGUONE 21 : slem {EDY). 7
ATROPINE: 138 7
138 7
36 2
138 58
154 54
154 47
64 137
178 146
64 211
184 211
20 211
101 164
214, 164
148 34
210 138
1 137
137 BR AM 113
36 BROMOCRIPTIN 211
180 BUDESONIDE 3
- 147
341
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PHARMACIST

Alina Mahmud
8/1/03 02:48:00 PM
PHARMACIST

Carol Holquist
8/1/03 03:00:12 PM
PHARMACIST

Jerry Phillips
8/4/03 08:10:46 AM
DIRECTOR
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_(: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 21-612 INFORMATION REQUEST LETTER

Galephar PR Inc.

Attention: Authur M. Deboeck

U.S. Agent for Cipher Pharmaceuticals Inc.
Road 198 No. 100 km 14.7

Juncos Industrial Park

Juncos, PR 00777-3873

Dear Mr. Deboeck:

Please refer to your December 24, 2002 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Cip-Fenofibrate 50 mg, 100 mg, 150
mg, . Capsules. . b(d)

We are reviewing the Biopharmaceutical section of your submission, and we have the following
comments and information requests. We request a prompt wrltten response in order to continue
our evaluation of your NDA.

The -~ paddle speed is not acceptable. It is recommended to investigate a lower paddle b@)
speed(s) and other USP apparatus such as basket. In order to obtain an appropriate dissolution

method and specification for this product and to be granted biowaivers for strengths lower than ,
e please submit dissolution profiles for the 50 mg, 100 mg, and 150 mg capsules from b( 4)
«—===-patches under three different conditions.

If you have any questions, call Valerie Jimenez, Regulatory Project Manager, at (301) 827-9090.

Sincerely,

David G. Orloff, M.D.
AppleS This WQ Director
n O”gmcl - Division of Metabolic and Endocrine Drug Products
Office Drugs Evaluation II
Center for Drug Evaluation and Research
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; § : DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
) Food and Drug Administration
Rockviile, MD 20857
FILING REVIEW LETTER
NDA 21-612

Galephar PR. Inc.

Attention: Arthur Deboeck

U.S. Agent for Cipher Pharmaceuticals, Limited
Road 198 Km. 14.7

No. 100 Juncos Industrial Park

Juncos, PR 00777-3873

Dear Mr. Deboeck:

Please refer to your February 26, 2003 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for CIP-Fenofibrate, 50 mg, 100 mg, 150
mg, - ~==e=ms~ Tablets. h(4)

We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, this application has been filed under section
505(b) of the Act on April 27, 2003 in accordance with 21 CFR 314. 101(a).

At this time, we have not identified any potential filing review issues. Our filing review is only a
preliminary evaluation of the application and is not indicative of deficiencies that may be
identified during our review.

If you have any questions, call Valerie Jimenez, Regulatory Project Manager, at (301) 827-9090.
Sincerely,
{See appended electronic signature page}

David G. Orloff, M.D.
Director
Division of Metabolic
and Endocrine Drug Products
Office of New Drug II
Center for Drug Evaluation and Research
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Pharmnaceuticals Liriite RECEIVED
MAY ¢ g 2003

FDR/CDER
May 6, 2003

Ms. Valerie Jimenez

/
Regulatory Project Manager ' It
Division of Metabolic and Endocrine Drug Products (HFD-510) O R ’ G ‘ N A L .

Parklawn Building

5600 Fishers L )
Rockvilllsé,?\/rl%za(?55747oe NEW CORRESP N-0 ~C

Re: NDA 21-612; Notice of Filing of Patent Infringement Action

Dear Ms. Jimenez: |

Enclosed is one volume containing the notice of filing of patent infringement action.

If you require ahy further information or clarification, please do ;lc‘;trh,esitate to contact me
at 905-696-9380 ( ~—m—nrov—— som) or our U.S. agent in Puerto Rico, Mr. Arthur

Deboeck at 787-713-0340 (adeboeck@galephar.com).

Yours sincerely,

lan W. French, P,h.D.
Chairman & Chief
Scientific Officer

Suite 201, Lauriston, Collymore Rock, St Michael, Barbados, W.I.
Tel: (246) 228-9663; Fax (246) 228-8329

/j
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338
FOOD AND DRUG ADMINISTRATION : Expiration Date: August 31, 2005
) See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC,

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

FOR FDA USE ONLY
APPLICATION NUMBER

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION
Cipher Pharmaceuticals Limited May 6, 2003
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
NA Contact 905-696-9380 246-228-8329
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
Code, and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE

Arthur M. Deboeck
Galephar PR Inc.

Suite 201
Lauriston, Collymore Rock \l;{oad 19|8 (t;lo. t1 0(: :;m ;4'7
St. Michael, BARBADOS uncos ncustrial Mar
' Juncos 00777-3873 Tel: (787) 713-0340
Puerto Rico Fax: (787) 713-0344
PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (if previously issued) 21-612
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
Fenofibrate ClIP-Fenofibrate
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) CODE NAME (ff any)
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Capsules 50, 100, 150 ~ ing Oral
(PROPOSED) INDICATION(S) FOR USE:
Hypercholesterolemia, Mixed Dyslipidemia and Hypertriglyceridemia
LICATION INFORMATION
.. PLICATION TYPE ) .
(check one) [X] NEW DRUG APPLICATION {21 CFR 314.50) 1 ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
[ BIOLOGICS LICENSE APPLICATION (21 CFR Part 601)
iF AN NDA, IDENTIFY THE APPROPRIATE TYPE 0505 (b)(1) X 505 (b)(2) x‘;
IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug _ Tricor Tablets Holder of Approved Application _ Abbott Laboratories
TYPE OF SUBMISSION (check one) [0 ORIGINAL APPLICATION [® AMENDMENT TO A PENDING APPLICATION L[] RESUBMISSION
I PRESUBMISSION ] ANNUAL REPORT [0 ESTABLISHMENT DESCRIPTION SUPPLEMENT 3 EFFICACY SUPPLEMENT
0 LABELING SUPPLEMENT 3 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT 0 OTHER

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

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY Odcse [ csE-30 1 Prior Approval (PA)

REASON FOR SUBMISSION

Response to request for additional information

PROPOSED MARKETING STATUS {check one) BJ PRESCRIPTION PRODUCT (Rx) 03 OVER THE COUNTER PRODUCT (OTC)

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

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

Provide locations of all manufacturing, packaging and contro! sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

See attached sheet for Establishment Information.

. .és References (list related License Applications, INDs, NDAs, PMAs, 51 0(k)s, IDEs, BMFs, and DMFs referenced in the current application)

162,780, DMFs: = =memmammaessd* b(4)

-

FORM FDA 356h (9/02) PSC Media Arts: (301) 443-1050 EF PAGE 1 OF 4
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. This application contains the following items: (Check all that apply) -

. Index

. Labeling (check one) [ Draft Labeling [ Final Printed Labeling

Summary (21 CFR 314.50 (c))

1

2
3.
4

. Chemistry section

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

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

C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

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

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

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

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

O|li~NjO ]| O,

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

10.

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

.

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

12.

Case report forms (e.g., 21 CFR 314.50 (f)}(2); 21 CFR 601.2)

13.

Patent information on any patent which claims the drug (21' U.S.C. 355(b) or (c))

14.

A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or (j)(2)(A))

15.

Establishment description (21 CFR Part 600, if applicable)

16.

Debarment certification (FD&C Act 306 (k)(1))

17.

Field copy certification (21 CFR 314.50 (1)(3))

18.

User Fee Cover Sheet (Form FDA 3397)

19.

Financial Information (21 CFR Part 54)

=|L.dlololololololololololololoololooiololor

20.

OTHER (Specify) Notice of Filing of Patent infringement Action

NeomwN

CERTIFICATION

1 agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. {f this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following: :

Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 608, and/or 820.

Biological establishment standards in 21 CFR Part 600.

Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.

In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.

Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

Local, state and Federal environmental impact laws.

If this appllcatnon applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, fitle 18, section 1001.

SIGNATURE OF ONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE _ DATE:
%ﬁ Dr. I. W. French, President and COO May 6, 2003
A Arthur M. Deboeck, Vice President & General Manager
ADDRESS (Street, City, State, and zp Code) ) Telephone Number
U.S. Agent, Galephar P.R. Inc. ' Cipher: (905)696-9380
See attachment for address & contact numbers Galephar: (787) 713-0340

itment of Health and Human Services
« and Drug Administration
. <R, HFD-99
1401 Rockville Pike
Rockville, MD 20852-1448

Public reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
<~nd 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

?%gg%i%g?venu e An agency may not conduct or sponsor, and a person is

Rockville, MD 20852 not required to respond to, a collection of information
unless it displays a currently valid OMB control number.

o
’

FORM FDA 356h (9/02)

PSC Media Ants; (301) 443-1090  EF 7 PAGE 20F 4
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Plhsrmmaceuticals Lir/ted

NOTICE OF FILING OF PATENT INFRINGEMENT ACTION
21 C.FR. § 314.107(0)(2)

CIP-Fenofibrate 50, 100, 150 ~—————— mg Capsules
NDA # 21-612

P:4-4

Ty

The undersigned hereby certifies, pursuant to 21 C.F.R. § 314.107(f)(2), that on
October 2, 2003, an action fo patent infringement was filed by Abbott Laboratories

!

("Abbott”), and =~ = =* ‘and I . (collectively b(4)
=",  against  Cipher Pharmaceuticals Limited (“Cipher”) in the United States

District Court for the District of Puerto Rico. Civil Action No. 03-2067 (DRD). The
complaint in this action alleges infringement of only one of the three patents for which

Cipher filed a Paragraph IV Certification, specifically, U.S. Patent No. 6,589,552

Dated: January 25, 2004

e e
lan W. French, Ph.D.
Chief Scientific Officer

Appears Thig w@,
.On Original
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NOTICE OF FILING OF PATENT INFRINGEMENT ACTION
21 C.F.R. § 314.107(H(2)

Cip-Fenofibrate 50, 100, 150 - ~mg Capsules b(4)
. NDA # 21-612 '
The undersigned hereby certifies, pursuant to 21 C.F.R. § 314.107(f)(2), that on
April 21, 2003, an action for patent infringement was fi led by Abbott Laboratories '
(“Abbott”), and s QNG e collectively b( 4
s aqainst Clpher Pharmaceutlcals Limited (“Cipher”) in the United States )
District Court for the District of Puerto Rico. Civil Action No. 03-1421 (DRD). The
complaint in this action alleges infringement of only one of the three patents for which
N Cipher filed a Paragraph IV Certification, specifically, U.S. Patent No. 6,277,405.

Dated: May 6, 2003

e

an W. French, Ph.D.ﬂ
Chairman & Chief Scientific Officer

Appears This Way
On Original




P/?amaeucallmifed |

STATEMENT OF NOTICE OF PARAGRAPH IV PATENT CERTIFICATION
Cip-Fenofibrate 50, 100, 150 —— mg Capsules b(4}-
NDA # 21-612 ‘

I certify that the notice of certification of invalidity or noninfringement of U.S.
Patent Nos. 4,895,726 (‘the 726 patent’), 6,074,670 (“the 670 patent”), and

6,277,405 (“the ‘405 patent”) has been provided to Abbott Laboratorlee SRR b(4)

‘and = g somms - ON
March 5, 2003.

| also certify that the notice met the content requirement under paragraph (c) of
21CFR314.52. '

i
e

\__/
. Dr-Tan W. French Ph.D.
Appeaars This Way Chairman and Chief Scientific Officer

On Original

el )?S//é‘f

Date

Suite 201, Lauriston, Collymore Rock, St. Michael, Barbados
- Fax (246) 228-8329
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JONES DAY

77 WEST WACKER
CHICAGO. ILLINOIS 606011692 :
WRITER'S DIRECT NUNBER:

(312) 2664087
hgverin@jonesday.com

TELEPHONE: 312.782-3939 « FACSIMILE: 312.782-8888

March 18, 2003

VIA FACSIMILE AND FEDERAL EXPRESS

lan W. French, Ph.D.

Chairman & Scientific Officer

Cipher Pharmaceuticals Ltd.

Suite 201, Lauriston, Coflymore Rock
St Michael, Barbados

Re:  Cipher Pharmacsuticals 11d,, Fenofibrate Capsule NDA 21-612
Dear Dr. French:

We represent Abbott Laboratories. Fournier is represented by Amold & Porter, who has
authotized me to send this letter on Fournier's behalf as well. This letter responds to your March
§, 2003 Ietter. In your letter vou state that Cipher Pharmaccuticals has filed an NDA for 50 mg, b( 4
100 g, 150 mg * ~—————fcnofibrate capsules and has certified that Cipher's proposcd
products do not infringe U.S. Patent Nos. 4,895,726 ("the '726 patent™), 6,074,670 (“the ‘670
patent”}, or 6,277,435 ("the ‘405 patent”).

To evaluate Cipher’s claim of non-infringement, Abbott and Fournier need certain data
and product samples, which will be reviewed by in-house counsel and by one or more scientists
and laboratory technicians, Accordingly, so that Abbott and Fournier may fully evaluate their
positions within the time affowed under the refevant statutes and regulations, Abbott and
Fournier request that Cipher provide the following samples and informiation for its 50 mg, 100 b(‘”
mg, 150 mg === ferofibrate capsules (the “products”): _

1. 106G capsules from each lot of the products manufactured to date;

Z. 50 grams of each initial ingredient, including excipients, active and inactive
ingredients used to manufacture cach lot referenced above;

3. all analytical data which were used to charscterize the products as non-infringing;
and

4, documents detailing the ingredients in the products and Cipher's manufacturing
process, including, without limitation, manufacturing work orders, protocols and
batch records from each lot manufactured to date (expressly including batch
records for [ots utilized in bioequivalence testing), any particie size data for any

CHI-LMGS3 vy

Ml-m-m-m-m-m-m-mm.m.m.m-mm-m-WM
M-Nuuml'-uumcn-untna.m‘-Numx-m-mmuomm-m-cmv-rm-m-mm
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MAR 18 2083 6:51 PM FR JONES DAY CHICAGO12 782 8585 To 912462288329 P.83/09
JONES DAY

Ian W. French, Ph.D.
‘March 18, 2003
Page 2

ngredients in the products, and including all portions of NDA 21-612 relatingto -
manufacturing processes or ingredients.

Please send these samples and this information to Chuck Ossola's and my attention no
later than March 24, 2003. Mr. Ossola’s address is: Amold & Porter, Thurman Amold Building,
555 Twelfth Street, N.W., Washington, D.C. 20004-1202. T have enclosed & confidentiality
agreement regarding the protection of Cipher's confidential matexials. If the agreement 1s

acceptable to you, please execute and retim it to me. Thank you for your cooperation in this
matter.

Very truly yours,

Timothy J. Heverin .

Bnclosure

cC: Charles D. Ossola

F U

Appears This Way
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1.3.1

1.3.2

Patent Information

This section complies with 21 CRF 314.53.

Patent No.: 5,545,628

Date Issued: Aug. 13, 1996

Date of Expiry: Aug. 13,2016

Type of patent: Formulation patent

Patent Owner: Galephar P.R. Inc, Puerto Rico
Road 198, No. 100 km 14.7
Juncos Industrial Park,
Juncos 00777-3873
Puerto Rico

Original Declaration of Use under 314.53(c)(2)(1)

The undersigned declares that Patent No. 5,545,628 covers the formulation,

composition or method of use of CIP-FENOFIBRATE 50, 100, 150, ~——""_"
—=Capsules. This product is the subject of this application for which approval is

being sought

Gt ﬂ«/?m/(

Arthur M. Deloeck
Galephar P.R. Inc.

Patent Certification

There is one (1) listed patent in the Orange Book for Tricor (micronized)
Capsules which were approved on February 9, 1998 for a 67 mg strength and on
June 30, 1999 for strengths of 134 and 200 mg Capsules. Tricor Tablets were
approved on September 4, 2001 for strengths of 54 and 160 mg Tablets and there
are three (3) listed patents in the Orange Book for this product. All of the above
approvals were granted to Abbott Laboratories.

Tricor Capsules has a patent # 4,895,726, issued on Jan.23, 1990, expiring Jan.
19, 2009 listed in the Orange Book. Although this product remains listed in the
Orange Book, Cipher Pharmaceuticals Ltd, could find no product on the market.
Abbott Laboratories are advising patients that Tricor Tablets 54, and 160 mg are
equivalent to Tricor Capsules 67 mg and 200 mg, respectively.

Cipher Pharmaceuticals Ltd. does not infringe patent # 4,895,726 for the
following reasons:

1. The primary claim for patent # 4,895,726 states “a therapeutic composition,
which is presented in the form of gelatin capsules and which is useful

b(4)



' especially in the treatment of hyperlipidemia and hypercholesterolemia, said

composition containing a co-micronized mixture of particles of fenofibrate
and a solid surfactant, wherein the mean particle size of said co-micronized
mixture is less than 15 um." -

Claims 2, 3, 4, 5, 6, 7, and 8 are dependent claims to claim 1.

Claim 8, which describes the method of manufacture as “a method for the
manufacture of a therapeutic composition according to claim_1, which
comprises; _

@) intimately mixing and then co-micronizing the fenofibrate and a

solid surfactant.

(i1) adding lactose and starch to the mixture obtained,

(iii)  converting the whole granules in the presence of water,

(iv)  drying the granules until they contain no more than 1% water,

%) grading the granules; _ ,

(vi)  adding polyvinylpyrrolidone and magnesium stearate, and

(vii) filling gelatin capsules.”

Claim 9 is dependent on claim 8, and states that the co-micronized fenofibrate
and sodium lauryl-sulfate is less than 15 pm.

Claim 10 claims “a method of improving the bioavailability of fenofibrate in

vivo, which comprises co-micronization of the fenofibrate and a solid
surfactant, the said co-micronization being carried out by micronization of a
fenofibrate/solid surfactant mixture until the “particle size of the powder
obtained in less than 15 pm.”

Claim 11 states “a method for treatment of hyperlipidemia or

hypercholesterolemia comprising orally administering the therapeutic
composition of claim 6 to a patient.”

Claim 12, the last claim in this patent, states “the method of treatment of claim
11, wherein said particles size is less than or equal to 5 pm.”

CIP-FENOFIBRATE does not infringe the above patent claims because:

1.
2.

3.

4.
5

il

L.

Y

b4



—
b(4)
|

Tricor Tablets have three (3) patents listed in the Orange Book, # 4,895,726 -
(issued on Jan. 23, 1990 and expiring Jan. 19, 2009), # 6,074,670 (issued on Jun.
13, 2000, and expiring Jan. 09, 2018) and # 6,277,405 (issued on Aug. 21, 2001
and expiring on Jan 09, 2018).

Cipher Pharmaceuticals Ltd. has access to patent # 5,545,628 by a licensing
agreement with Galephar P.R. Inc., the owner of record of patent # 5, 545,628,
issued on Aug. 13, 1996, for a product containing the same active drug as Tricor
Capsules and Tablets, fenofibrate.

Cipher Pharmaceuticals Ltd., claims that patent # 4,895,726 is listed in the Orange
Book for an inappropriate product. This patent claims ONLY capsules and the
product is a tablet.

Galephar P.R. Inc, was assigned a patent # 5,545,628 on Aug. 13, 1996 so this
patent does not infringe patents # 6,074,670, issued on Jun. 13, 2000, and patent #
6,277,405 Bl issued on Aug. 21, 2001, because these patents were issued later
than Galephar P.R. Inc. patent # 5,545,628.

In addition, Galephar patent # 5, 545 628 does not 1nfr1nge these listed patents on
other grounds, such as;

A

1. Patent # 6,074,670 primary claim is “an immediate-release fenofibrate
composition comprising;
(a) an inert hydrosoluble carrier covered with at least one layer contammg
fenofibrate in a micronized form having a size less than 20 pm, a hydrophilic
polymer and a surfactant; and -
(b) optionally one or several outer phase(s) or layer(s), wherein, based on the
weight of (a), said inert hydrosoluble carrier makes up from 20-59% by
weight, said fenofibrate makes up from 20-45% by weight, said hydrophilic
polymer makes up 20-45% by weight, and said surfactant makes up 0.1 to 3%

by weight.
All of the other claims, except claim 12, are dependent claims.

“Claim 12 is essentially the same as claim 1, but claim 12 states specifically the
inert hydrosoluble carrier is polyvinylpyrrolidone.

Patent # 6,277,405 B1 primary claim is “a composition comprising a hydrosoluble
carrier and micronized fenofibrate having a dissolution of at least 10% in 5
minutes, 20% in 30 minutes, 50% in 20 minutes and 75% in 30 minutes, as



measured using the rotating blade method at 75 rpm according to the European

Pharmacopoeia, in a dissolution medium constituted by water with 2% by weight -

polysorbate 80 or with 0.025M sodium lauryl sulfate.
All of the other claims in patent # 6,277,405 B1 are dependent claims.

Cipher Pharmaceuticals Ltd, relies on the same arguments and claims listed under
Tricor Capsules (patent # 4,895,726) (see above).

Also, CIP-FENOFIBRATE has different dissolution characteristics than stated in
patent # 6,277,405 B1.

Also, in the “file wrapper” (Application No. 09/005,128) for Stamm and Seth
issued Patent # 6,074,670, the examiner rejected some claims because “Deboeck
teaches fenofibrate formulations with improved dissolution with high amounts of
surfactants and distintegrating agents such as polyols and poloxamers”. The
response to the comment was filed on January 9, 1998, “Deboeck requires a
molten solution of fenofibrate in glycerides. This necessarily excludes the
micronized form of fenofibrate recited in claim 1. In fact, Deboeck teaches that:
[A] need to exists for a fenoﬁbrate formulation that aveids the use of co-
micronization.. :

“Consequently, Deboeck specifically teaches away from the presently claimed
invention.” (emphasis by Cipher)

Other Patents‘_Not Listed in the Orange Book

On a search of the U.S. Patent Office, Cipher Pharmaceuticals Ltd. found a few
other patents for fenofibrate dosage forms:

Patent # 6,180,138 B1 issued on Jan. 30, 2001 assigned to Abbott Laboratories.
This patent teaches preparing a solid formulation of a lipid-regulating agent,
wherein such lipid-regulating agent is a fibrate, comprising suspending said lipid-
regulating agent with a surfactant solution in the presence or absence of an
electrolyte; drying the mixture; granulating the mixture optionally in the presence
of one or more excipients, and optionally forming a finished dosage form. All
other claims are dependent clauns

Galephar P.R. Inc. patent 5,545,628 was issued on Aug. 13, 1996, over 4 years
earlier that patent # 6,180,138 Bl, so we cannot infringe this patent. CIP-
FENOFIBRATE also does not infringe this patent on other grounds, as CIP-
FENOFIBRATE is not a solid dosage form and the manufacture of CIP-
—FENOFIBRATE does not use a .= :0cess. b(4)

- at

e



Paragraph IV Certification In Compliance With 21 CFR 314.50

Cipher Pharmaceuticals Ltd., certifies that Patents No.;4,895,726, 6,074,670 and |
6,277,405 B1 will not be infringed by the manufacture, use or sale of CIP-
FENOFIBRATE for which this application is submitted.

Cipher Pharmaceuticals Ltd., will comply with 21 CFR 314.52 (a) with respect to
notifying Abbott Laboratories, the holders of the patents listed in the Orange
Book for Tricor Tablets and Tricor Capsules, the reference listed products.

Appears This Way
On Original
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MEMORANDUM OF TELECON

DATE: April 17,2003

APPLICATION NUMBER: NDA 21 612 CIP/Fenofibrate (CIP/Fenofibrate) 50 mg, 100 mg,

150 mg, =~ " Tablets
b(4)

BETWEEN:

Name: Mr. Arthur Deboeck,

Phone: (787) 713-0340

Representing: Galaphar P.R., Inc./Cipher Pharmaceuticals, Limited
AND _

Name: Valerie Jimenez, Regulatory Project Manager

Division of Metabolic and Endocrine Drug Products, HFD-510
SUBJECT: Request for additional information

We refer to the telephone conversation on April 17, 2003, requesting the submission of
additional information regarding the histocompatibility summary table with severity scores on a
13-week toxicity study in dogs. We have not received this information as of yet.

We also refer to your submission on March 24, 2003. The debarment certification for Galaphar
P.R., Inc.needs to be resubmitted using the standard language defined in the Federal Food, Drug,
and Cosmetic Act.

Valerie Jimenez
Appears This Way Regulatory Project Manager
On Criginal



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

Valerie Jimenez
4/18/03 10:53:52 AM
CSO
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Food and Drug Administration

Division of Metabolic and Endocrine
Drug Products, HFD-510

Center for Drug Evaluation and Research
Office of Drug Evaluation II

FACSIMILE TRANSMITTAL SHEET

DATE: 2 /)7 /p3 |
" Arthur Deboeck T Nadkerie Jimenez

C ny: . i - Division of Metabolic and Endocrine Dru
omp_any C’) at*@DhO\r PR INc . Pro;uets ev o " P ¢
Fax number: ' . ,. Fax number: (301) 443-9282
(@8 T1m-e2y4 | |
Phone number: - Phone number; ' ,
(181 13034p (3o B27-9090

Subject:

A—etcu“f-(%‘hai_ lﬂfb f@iuméd

Total no. of pages including'cover:

Comments: RﬁVLséd Table. of Contents = @ &) P(C’S
Corrected UL%@IF fer. (Covenr Sheet
Debarment  aend  Forms 3454 and 3455

Document to be mailed: Qves Mo . ﬂ%’ﬂj’é 7/1%
_ ML A
d

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM ‘
DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, pléase
notify us immediately by telephone at (301) 827-6430. Thank you. '
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ARRANGEMENTS OF CLINICAL INVESTIGATORS

DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0396

Public Heaith Service Expiration Date: 3/31/02
Food and Drug Administration

DISCLOSURE: FINANCIAL INTERESTS AND

TO BE COMPLETED BY APPLICANT

ticipated as a clinical investigator in the submitted study

The following information concerning _ , who par-

Name of clinical investigator

Name of

. Is submitted in accordance with 21 CFR part

O

L]

clinical study

54. The named individual has participated in financial arrangements or holds financial interests that
are required to be disclosed as follows:

Illease mark the applicable checkboxes. j

any financial arrangement entered into between the sponsor of the covered study and the
clinical investigator involved in the conduct of the covered study, whereby the value of the
compensation to the clinical investigator for conducting the study could be influenced by the
outcome of the study;

any significant payments of other sorts made on or after February 2, 1999 from the sponsor of
the covered study such as a grant to fund ongoing research, compensation. in the form of
equipment, retainer for ongoing consultation, or honoraria;

any proprietary interest in the product tested in the covered study held by the clinicai
investigator;

~

any significant equity interest as defined in 21 CFR 54.2(b), held by the clinical investigator in
the sponsor of the covered study.

Details of the individual’s disclosable financial arrangements and interests are attached, along with
a description of steps taken to minimize the potential bias of clinical study results by any of the
disclosed arrangements or interests.

NAME ) TITLE

FIRM/ORGANIZATION

SIGNATURE . DATE

s

Paperwork Reduction Act Statement

An agency may not conduct or sponsor, anda 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 collection of information is estimated to average 4 hours per response, including time for reviewing
instructions, searching existing data sources, gathering and maintaining the necessary data, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information to:

Department of Health and Human Services
Food and Drug Administration

5600 Fishers Lane, Room 14-72
Rockville, MD 20857

. .
FORM FDA 3455 (7[01 ) Created by Electronic Docurnent Services/USDHHS: (301)

EF



Form Approved: OMB No. 0910-0396

RT] OF HEALTH AND HUMAN SERVICES
DEPARTMENT Expiration Date: June 30, 2002

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. —l

O (1) As the sponsor of the submitted studies, 1 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 disclose 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).

Clinical Investigators

] (2) As the applicant who is submitting a study or studies sponsored by a firm or party other than the
applicant, | 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)).

] (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

FIRM/ORGANIZATION

SIGNATURE DATE

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
collection of information is estimated to average 1 hour per response, including time for reviewing

Department of Health and Human Services
Food and Drug Administration

instructions, searching existing data sources, gathering and maintaining the necessary data, and 5600 Fishers Lane, Room 14C-03
completing and reviewing the collection of information. Send comments regarding this burden Rockville, MD 20857
estimate or any other aspect of this collection of information to the address to the right:

v _J

L4

FORM FDA 3454 (6/02) Created by: PSC Media Ars (301) 443-2454  EF
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Food and Drug Administration
Rockville, MD 20857

NDA 21-612

Cipher Pharmaceuticals Limited
Attention: Authur M. Deboeck
U.S. Agent, Galephar PR Inc.
Road 198 No. 100 km 14.7
Juncos Industrial Park

Juncos, PR 00777-3873

Dear Mr. Deboeck:

Please refer to your December 24, 2002, new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug and Cosmetic Act for CIP-fenofibrate (fenoﬁbrate) capsules,
50, 100, 150, —————u— (4)

We note that the date of your application is actually December 24, 2002, although our initial
correspondence cited it as December 23, 2002.

You were notified in our letter dated January 8, 2003, that your application was not accepted for
filing due to non-payment of fees. This is to notify you that the Agency has received all fees
owed and your application has been accepted as of February 26, 2003.

e

The review priority classification for this application is standard(s).

Unless we notify you within 60 days of the above date that the application is not sufficiently
complete to permit a substantive review, this application will be filed under section 505(b) of the
Act on April 27, 2003, in accordance with 21 CFR 314.101(a). If the application is filed, the user
fee goal date will be December 26, 2003.

Please cite the NDA number listed above at the top of the first page of any communications
concerning this application. All communications concerning this NDA should be addressed as
follows: '

U.S. Postal Service/Courier/Overnight Mail:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products, HFD-510

Attention: Fishers Document Room, §B-45 '

5600 Fishers Lane

Rockville, Maryland 20857




NDA 21-612
Page 2

If you have any questions, call Valerie Jimenez, Regulatory Project Manager, at (301) 827-9090.
Sincerely,
[See appended electronic signature page}

Enid Galliers
Chief, Project Management Staff
Division of Metabolic and Endocrine Drug Products

Office of Drug Evaluation II
" Center for Drug Evaluation and Research

Appears This Wo:
On Origing!

ae



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

Valerie Jimenez
3/10/03 08:35:39 AM
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‘-(: " DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 21-612

Galephar PR, Inc., U.S. Agent for
Cipher Canada Inc. '
Attention: Authur M. Deboeck
Road 198 No. 100 km 14.7
Juncos Industrial Park

Juncos, PR 00777-3873

Dear Mr. Deboeck:

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

Name of Drug Product: CIP-Fenofibrate {fenofibrate) Capsules, 50 mg, 100 mg, 150 mg ————— b(4)

Date of Application: December 23, 2002
Date of Receipt: December 26, 2002 |

e

Our Reference Number: NDA 21-612

We have not received the appropriate user fee for this application. An application is considered incomplete and
cannot be accepted for filing until all fees owed have been paid. Therefore, this application is not accepted for
filing. We will not begin a review of this application's adequacy for filing until FDA has been notified that the

appropriate fee has been paid. Payment should be submitted to the following address:

Food and Drug Administration
P.O. Box 360909
Pittsburgh, PA 15251-6909

Checks sent by a courier should be addressed to:

Food and Drug Administration (360909)
Mellon Client Service Center, Room 670
500 Ross Street

Pittsburgh, PA 15262-0001



NDA 21-612
Page 2

NOTE: This address is for courier delivery only. Make sure the FDA Post Office Box Number (P.O. Box
360909) and user fee identification number are on the enclosed check.

The receipt date for this submission (which begins the review for filability) will be the date the review division
is notified that payment has been received by the bank.

In addition, we note that the original electronic media submission was not acceptable as per the Guidance for
Industry titled “Providing Regulatory Submissions in Electronic Format — NDAs. The.review of this

application cannot begin until this information is available.

Please cite the NDA number listed above at the top of the first page of any communications concerning this
application. All communications concerning this NDA should be addressed as follows:

U.S. Postal Service/Courier/Overnight Mail:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products, HFD-510
Attention: Fishers Document Room, 8B-45

5600 Fishers Lane

Rockville, Maryland 20857

If you have any questions, call William C. Koch, R.Ph., Regulatory Project Manager, at
301) 827-6412. ,

Sincerely,

X
A

{See appended electronic signature page}

Mary H. Parks, M.D.
Deputy Director
Division of Metabolic
and Endocrine Drug Products, HFD-510
Office of Drug Evaluation II
Center for Drug Evaluation and Research

Appeaars This Wen,
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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.

‘Mary Parks
1/8/03 04:05:28 PM
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ENVIRONMENTAL IMPACT ANALYSIS STATEMENT

Name of applicant/petitioner:
Cipher Pharmaceuticals Limited
Suite 201

Lauriston, Collymore Rock

St. Michael, Barbados '

The applicant/petitioner requests a Categorical Exclusion (21 CFR §25.24 (C) (1)) in that
this drug product will not be administered at higher dosage levels, for longer duration, or
for different indications then were previously in effect; and if data available to the agency
do not establish that, at the expected level of exposure, the substance may be toxic to
organisms in the environment.

The procedures proposed in this application will comply with all Federal laws, state, and
local laws.

The undersigned certifies that the above-mentioned information is true, accurate, and

complete to the best of his knowledge.
%j//

Ian W. French, Ph.D.
Chairman and Chief Scientific Officer

L //f/f’ z
Date

Suite 201, Lauriston, Collymore Rock, St. Michael, Barbados
Fax (246) 228-8329



8/22/02

Meeting Date‘: July 23,2002 Time: 1:30PM  Location: PKLN 3" FIr “POTOMAC”

IND 62,780 CIP-Fenofibrate (fenoﬁ_brate) Capsules

Type of Meeting: Pre-NDA

External Participant: Cipher Pharmaceuticals LTD.

Meeting Chair: David G. Orloff, M.D., Director

External Participant Lead: - Ian W. French, Ph.D. Chairman and Chief Scientific

Officer, Cipher Canada, Inc.
Meeting Recorder: William C. Koch, R.Ph., Regulatory Project Manager
FDA Attendees and titles:

Robert J. Meyer, M.D., Director, Office of Drug Evaluation II

David G. Orloff, M.D., Director, Division of Metabolic and Endocrine Drug
Products (DMEDP), ODEII

Mary H. Parks, M.D., Deputy Director, DMEDP

Karen Davis-Bruno, Ph.D., Supervisory Pharmacologist, DMEDP

Shiao-Wei Shen, M.D., Clinical Reviewer, DMEDP

Stephen Moore, Ph.D., Chemistry Team Leader, Division of New Drug Chemistry II,
ONDC @ DMEDP

Hae-Young Ahn, Ph.D., Team Leader, Division of Pharmaceutical
Evaluation I, OCPB @ DMEDP

Wei Qiu, Ph.D., Reviewer, Division of Pharmaceutical
Evaluation I, OCPB @ DMEDP

William M. Adams, Ph.D., Chemistry Reviewer, Division of New Drug

Chemistry I, ONDC @ DMEDP
Enid Galliers, Chief, Project Management Staff
William C. Koch, R.Ph., Regulatory Project Manager

Donald Hare, Special Assistant to the Director, Office of Generic Drugs
External participant Attendees and titles:

lan W. French, Ph.D. Chairman and Chief Scientific Officer, Cipher Canada, Inc.
Arthur Deboeck, President, Galephar Pharmaceutical Research, Inc.

Meeting Objectives:

To provide guidance on the proposed Phase 3 development program for a 505(b)(2)
NDA

W



Discussion Points and Questions Submitted by Industry:

Table of Contents (Tab 24)A

Are there any issues or deficiencies that need to be addresses prior to filing the NDA?

The Division stated that the proposed TOC's are acceptable and added the following
recommendations:

1. Immediately after the Form FDA 356h in Volume 1, attach a complete list of all
manufacturing sites, their functions, and when they will be ready for inspection.

2. Place all administrative forms, declarations, certifications, etc. in first volume.

3. Place all labeling in first volume including color mock-ups of the immediate container and
carton labels, and the annotated package insert.

4. Provide a duplicate copy of the first volume for the project manager.

5. Number volumes from 1 to X (where X represents the number of the last volume), do not use
1.1 to X.1 numbering. .

6. The Guidance for Industry provides for an MS'Word version of the draft package insert to be
submitted to the original submission accompanying the pdf version of the labeling. We
encourage the establishment of a secure e-mail certificate with the project manager for the
expedient exchange of package insert drafts during {abeling negotiations.

7. Indicate whether or not the application will be submitted in the common technical document
(CTD) format? :

The sponsor indicated that the NDA will be submitted in the CTD format

Package Insert (Tab 3)

s it acceptable to follow the Tricor Tablet Package Insert, with appropriate changes specific for
the Cipher product?

The Division stated that the Reference Listed Product package insert may be followed in
the Cipher Package Insert.with disclaimers including a statement in the CLINICAL
TRIALS section that no clinical trials were performed with CiP-Fenofibrate.

Biopharmaceutics (Tab 4)

Are there any biopharmaceutics issues or deficiencies in the submission that need to be addressed
prior to filing the NDA? :

The Division stated that the reason for not demonstrating dose proportionality is unclear
since different strengths were used in the study.

The Division stated that there was no data on the pharmacokinetics of CIP-Fenofibrate
compared to the reference listed product under low-fat or fasting conditions. Therefore,

a bioequivalence study under fasting conditions comparing ' ——— dose of CIP-
Fenofibrate with the 160-mg dose of Tricor tablet is recommended. b(4)



The sponsor asked if the bioequivalence data could be submitted after the NDA is submitted.

The Division responded that the NDA would have to be complete for filing.

The Division requested a dosage form equivalence study comparing the
pharmacokinetics of four of the 50 mg capsules with one of the 200 mg capsules under
low-fat conditions. ‘

The Division stated that there was no discussion of dissolution in the pre-meeting
package. The Division recommended completion of the solubility profile first. The
Division recommends conducting dissolution tests under 3 different conditions and using
as little surfactant as possible to reach sink conditions. Completion of the dissolution
testing as soon as possible would allow for an agreement on the conditions before
stability studies are started for the NDA.

The sponsor stated that the stability studies were already started.
The Division emphasized the importance of conducting dissolution tests. If the Division
does not agree with the sponsor’s current dissolution conditions, the sponsor will need to

conduct a bridging study.

Pre-Clinical Toxicology (Tab 5)

Does the FDA agree that Cipher has addressed all the toxicology issues, as requested (at the Pre-
IND meeting and in the July 27, 2001, comments from the Pharmacology/Toxicology reviewer)?

The Division responded that the 3-month dog toxicity study provided in response to
question 1 of the July 27, 2001, comments was missing histopathology, ECG and AUC
data and a complete draft report has not been submitted. Exposures based upon AUC
were also requested. Safety margins based upon AUC or mg/m2 are acceptable,
however, multiples based upon mg/kg comparisons are not.

The Division asked the sponsor to provide the cause of death in the in vivo micronucieus
assay.

The Division stated that a full translation from the Japanese toxicology for the drug
substance would not be required.

Chemistry, Manufacturing, Control (Tab 6)

Are there any CMC issues or deficiencies in the submission that need to be addressed prior to
filing the NDA?

The Division requested a minimum of 12 months stability data in the NDA submission.
The sponsor stated that 18 months of stability will be available at submission of the NDA.

The Division asked if the to-be-marketed formulation would be the same as the trial formulation
submitted in the IND.

The sponsor responded that the trial formulation would also be submitted in the NDA.
The Division requested data on the thermal stability of the drug substance and the excipients.

The sponsor stated that testing performed has not revealed any degradation.

W
e



The Division requested the test reports.

The Division asked if the ingredients are e b(4)
The sponsor stated that the ingredients are - — and that
supporting data would be provided. h(4)
Regulatory (Tab7)

1. How was the exclusivity from the Tricor Capsules transferred to the Tricor Tablet
formulation? (This question was paraphrased by the Division.)

The Division responded that it is standard procedure to transfer the remainder of any
exclusivity from one dosage form to another with the same active ingredient.

2. Is areview and analysis of the published fenofibrate literature sufficient to
~ support a maximum dose of....... _ for Cipher CIP-Fenofibrate Capsules? . . h@)

The Division responded that the concept is acceptable, but a determination would have to
wait for the full review. The Division added that a large safety exposure is desirable and that
the study in the published article is of short duration and relatively few patients.

3a. Is the toxicology and published clinical trial information adequate to administer up to === b(4)
——f CIP-Fenofibrate in a clinical trial?

The Division stated that a clinical study would be needed to determine the safety of a 250
mg dose in addition to all published data supporting high-.doses. The Division
recommended submitting === as the highest dose in the NDA

— - b(4) .

3b. Will the FDA suggest a patient population that they would like to see clinical trial data
generated at a dose of © —=Z"of CIP-Fenofibrate?

h(4)

Refer to discussion of question 3a.

3. Is that (the safety margin generated by the 3-month dog toxicity study) acceptable to the
FDA.

" The Division stated that exposures based on a mg/kg dosing were not acceptable. The
Division requires AUC or mg/m2 (true exposures) otherwise we cannot comment on the
safety margins generated by the 3-month study.

The sponsor asked if a waiver of pediatric studies should be requested in the NDA submission.

The Division advised the sponsor to request a waiver because typically fenofibrate is not
beneficial until patients reach maturity.

Unresolved or Issues Requiring Further Discussion:

e None



Action Items:

For the sponsor:

Complete a bioequivalence study with CIP-Fenofibrate compared to the reference listed

product under fasting conditions.
Complete a dosage form equivalence study comparing the pharmacokinetics of four of
the 50 mg capsules with one of the 200 mg capsules under low-fat conditions.

Conduct dissolution testing under 3 different conditions, avoiding acidic medium, and
using as little surfactant as possible to reach in-sink conditions.

Provide the cause of death in the in vivo micronucleus assay.

Provide missing histopathology and a complete draft report from the 3 month dog toxicity
study.

Provide test reports on the thermal stability of the drug substance and the excipients.

Request a waiver of pediatric studies in the NDA.

{See appended electronic signature page}

Prepared by: , Meeting Reécorder

William C. Koch, R.Ph. date
Regulatory Project Manager

{See appended electronic signature page/

Concurrence: , Meeting Chair

David G. Orloff, M.D. date
Director
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David Orloff
8/22/02 07:51:51 PM
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