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6. Declaration Certification

Gate Signed
10/16/2007

NOTE: Only an NOA may submit this declaration di

applicantholder
holder is autherizad to sign the deciarstion but may not submit it directly te

directly fo the FOA. A patant owner who is net the NDA applicant/

FDA. 21 CFR 314.53(c)4) and (d)(4).

Check applicsble hax and provide information below.

B NoA Appiicanttolder " [0 oA Applicantatioider's Alomey, Agent (Representaiive) or other
" Authorizes Offcial ‘
[0 Pstent Owner [ Patent Owner's Attomey, Agent (Representative) or Other Autherized
Name )
Robert DeBerardine
D-0377/B-AP6A-1, 100 Abbott Park Rd., Abbott Park, IL,
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INFORMATION AND INSTRUCTIONS FOR FORM 3842a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

oForm 3542 should be used after NDA or supplemental
approval. This form is to be submitted within 30 days after

1. Gemersl Section
Complete all items i this ssction with refovence to the pesent
jtself, '

Ic) Includs petent expiration date, including amry Hatch-Waxmen
patent ‘exionsion sieady gramted Do not include any
pediattic exclusivitics whers applicable wpon publication.

1d) Includs full address of patent owner. If pesent owner resides
outside the U.S. indicate the country in the 2ip code block.

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

2. Drug Substance (Active Ingredient)

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

24) Name ths polymorphic form of the drug identificd by the
patent.

2.5) A patent for 2 metabolite of the approved active ingredient
may not be submitted. If the patent claims an approved
method of using the approved drug product to administer
the metabolite, the patent may be submitted as a method of
use patent depending on the responses to section 4 of this
form.

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

3. Drug Product (Cemposition/Formulation)

Complete ail items in this section if the patent claims the dvug
praduct thet is the subject of the pending NDA, amendment, o

3.3) An saswer (o this question is required only if the referenced
patent is 2 product-by-process patent.

4. Msthod of Use

Compiets all items in this section if the patent claims 3 method of
use of the drug product that is the subject of the pending NDA,
amendment, or supplement.

42) Idemtify by sumber cach claim in the patent that cisims the
use(s) of the drog for which sppreval is being sought.
Indicate whathier or not each individual claio is & cleim for
& mwthod(s) of uss of the drug for which approval is being
sought.

420) Specify the pat of the proposed drug labeling thet is
_ eiaimed by the patent.

5. No Relevant Patents

Campiste this section only if applicsble.
6. Declarstion Cortification
Complete all itms in this section.

62) Asthorized signature. Check onc of the four boxes that best
describies the ssthorized sigaature.

FORM FDA 3842s (7/03)
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TriLipix™ (Fenofibric acid) Delayed-Release Capsules
NDA 022224
1.3.52 Patent Certification

1.3.5.2 Patent Certification (Form FDA 356h item 14)

As required by 21 CFR 314.50 (i)(1)(i) and (ii), the following patent certification is
hereby provided for our New Drug Application 022224 for TriLipix™ delayed-release
. :

Reference Listed Drug - Simvastatin (Zocor®) - Patent has expired — Paragraph II
Certification

'Iheundersiwddeclamsﬂmtoﬂxebcstofourknowledge,ﬂmmnopatentsthatare
relevant to the investigations, or use of simvastatin, relied upon in this application.

Signed: Natalie Tolli
Associate Director, Dyslipidemia
Global Pharmaceutical Regulatory Affairs
Abbott Laboratories




EXCLUSIVITY SUMMARY

NDA #22-224 SUPPL # HFD # 510

Trade Name Trilipix Delayed Release Capsules

Generic Name fenofibric acid

Applicant Name Abbott .

Approval Date, If Known 12/15/08

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. Anexclusivitydc&rmimﬁmwﬂlbemadcﬁralloﬁginﬂappﬁcaﬁbn&mdaﬂeﬁcacy

supplements. Complete PARTS II and IIl of this Exclusivity Summary only if you answer "yes" to
one or more of the following questions about the submission.

a) Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
YES X No[]

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SEA4, SES, SE6, SE7, SES

c) Didﬁmﬁnthemicwofcﬁnicaldahotheﬂhmwmppontufetychimmchmwh
labeling related to safety? (If it required review only of bioavailability or bioequivalence

data, answer "no.")
| YESi w~No[d

If your answer is "no” because you believe the study is a bicavailability study and, therefore,
not cligible for exclusivity, EXPLAIN why it is a bioavailability study, including your
mmfmd&goehgﬁﬁwynmmm&byﬂnwmﬂmmwmm
simply a bioavailability study.

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:
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d) Did the applicant request exclusivity?
YES[] No[]

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

¢) Has pediatric exclusivity been granted for this Active Moiety?
YES[] wNoX

 is this approval a result of the studies submitted in

. .
eshon in Y

0 the above a i :
response to the Pediatric Written Request?

.....

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

2. Is this drug product or indication a DESI upgrade?

YES[] No[X
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

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

YESEd w~No[d

;f(";e&'mmwm;mmﬁs)cMhmm,MM&m
s).
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NDA# - 21-656 Tricor

NDA# 21-350 Triglide
NDA# 22-118 | Xyglide
2. Combination product.

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing any gng of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and
one previously approved active moiety, answer "yes." (An active moiety that is marketed under an
OTCmmogmph,bmm:twasmvuappmvedmdumNDA,hcmmidereanprevionsly

approved.) : vEs[] NO[

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

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART 11 IS "NO,” GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II of the summary should
only be answered “NO” for original approvals of new molecular entities.)

IF “YES,” GO TO PART IIL. :

PARTIH  THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
cmmmm(oﬂmmmmm)mmeﬂofﬂnmﬁaﬁm
and conducted or sponsored by the applicant.” This section should be completed only if the answer
to PART II, Question 1 or 2 was "yes."

1. Docs the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations” to mean investigations conducted on humans other than bioavailability studies.) If
the application contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(a). If the answer to 3(a)
is "yes" for any investigation referred to in another application, do not complete remainder of
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summary for that investigation.
| : ~ YES No[]

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

2. A clinical investigation is "essential to the approval” if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not
esmﬁdmﬂwapmovﬂifl)mclinicdinvesﬁgaﬁmkmmnywwmcmppmmm
application in light of previously approved applications (i.e., information other than clinical trials,
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or
505(b)(2) application because of what is already known about a previously approved product), or 2)
Mempubﬁshedrepmuofsmdiu(othaﬂm&oumudmspmmedbythcappﬁcm)m
other publicly available data that independently would have been sufficient to support approval of
the application, without reference to the clinical investigation submitted in the application.

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

' YESXI No([]

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness
of this dmgpmdtméndamwmentmmcwbﬁclywdhbhdenothﬂy
support approval of the application? :

YES [ nNO[®

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

YES[]] No[X

If yes, explain:

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

YES[] nNo[¥
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If yes, explain:

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

Study 748:A Multicenter, Randomized, Double-Blind,
Prospective Study Comparing the Safety and

Efficacy of Fenofibric Acid and Rosuvastatin \
Calcium Combination Therapy to Fenofibric Acid
and Rosuvastatin Calcium Monotherapy in Subjects
With Mixed Dyslipidemi .

Study 749:A Multicenter, Randomized, Double-Blind,
Prospective Study Comparing the Safety and

Efficacy of Fenofibric Acid and Simvastatin
Combination Therapy to Fenofibric Acid and
Simvastatin Monotherapy in Subjects With

Mixed Dyslipidemia

Study 750:A Multicenter, Randomized, Double-Blind,
Prospective Study Comparing the Safety and

Efficacy of Fenofibric Acid and Atorvastatin Calcium
Combination Therapy to Fenofibric Acid and
Atorvastatin Calcium Monotherapy in Subjects With
Mixed Dyslipidemi

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

3.lnaddhin:u)bdmgesmuukﬂ,ﬁnmmﬁgaﬁonsnnuubeﬁmmw"u»agqxntanﬂmﬁvky The agency
hnupnns”nmwcﬁnhudhnmmﬁgn&nf1nnunn:nﬁmmuﬁaﬁ&auﬁnnl)husnutbeunnmkdtnrhyﬁw
agency to demonstrate the effectiveness of a previousty approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to demonstrate the
eﬂkcﬁwuuuacﬂ\apﬂnﬁuwdyappnnwd‘kqupnmhun,im,dntsnetnuﬁnaanﬁmﬁesonwﬂﬁnathc
agency considers to have been demonstrated in an already approved application.

a) For each investigation identified as "cssential to the approval,” has the investigation been

n&kd¢n|bythcaguwytodhuwuﬂnnethteﬁheﬁmuuusafa1mmﬁawﬂyappnnmd«kug

product? Gfﬂm:kwenﬁnﬁunvnurd&ulmnonbruranuu:tﬂn:mMEQVofa;mmdnuﬂy
approved drug, answer "no.")
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Investigation #1 YES[] NO [X
Investigation #2 YES[] NO[X

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

b) For each investigation identified as "cssential to the approval”, does the investigation
dnplicatcﬂwmuhsofamﬂminvuﬁyﬁonthatwumﬁedmbythnmytowpponthc
effectiveness of a previously approved drug product?

Investigation #1 YES[] NO[¥

Investigation #2 ' YES[] No[¥

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

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application
orsnpplememthmis,essenﬁaltothewal(i.e.,ﬂwinv«ﬁaﬁomlistedinﬂ(c),l&smy
that are not "new"):

Study 748:A Multicenter, Randomized, Double-Blind,
Prospective Study Comparing the Safety and
Efficacy of Fenofibric Acid and Rosuvastatin
Calcium Combination Therapy to Fenofibric Acid
and Rosuvastatin Calcium Monotherapy in Subjects
With Mixed Dyslipidemia '

 Study 749:A Multicenter, Randomized, Double-Blind,
Prospective Study Comparing the Safety and
Efficacy of Fenofibric Acid and Simvastatin
Combination Therapy to Fenofibric Acid and
Simvastatin Monotherapy in Subjects With

Mixed Dyslividern

Study 750:A Multicenter, Randomized, Double-Blind,
Prospective Study Comparing the Safety and
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Efficacy of Fenofibric Acid and Atorvastatin Calcium
Combination Therapy to Fenofibric Acid and
Atorvastatin Calcium Monotherapy in Subjects With
Mixed Dyslipidemia

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

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

Investigation #1 !
!
IND # YES [X 1 No [
! Explain:
Investigation #2 !
‘ L
IND# YES[X 1 No[]
! Explain:

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

Investigation #1 !

!
YES [] 1 No [
Explain: ! Explain:
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Investigation #2 !

!
YES [] ' No [J
Explain: ! Explain:

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that
ﬂwapplicmtshouldmthecmdibdwiﬁ:having"condmtadmspommd"tbesmdy?
(thsedsmdimmaynotbcusedasﬂwbasisformclusivity. However, if all rights to the
dmgmpmhmd(notjustsmdicsontbedmgxﬂnappﬁcmtmﬁybecomideudmhave
sponsomdmwnducmdmesmdiesspmomdmcmdmwdbyimpmdmmininterost)

YEs[] ~No[X
If yes, explain:

Name of person completing form: Kati J
Title: Project Manager '
Date: 12/17/08 ‘

Name of Office/Division Director signing form: Eric Colman
Title: Deputy Division Director/Lipid Team Leader

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

Appears This Way
On Original
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ABT-335 (Choline Fenofibrate Oral Capsules)
2 s
Debarment Certification

Debarment Certification

Certification Requirement for Approval of a Drug Product Concémlng Using
Services of Debarred Persons

Any applicant for approval of a new drug product submitted on or after June 1, 1992 per
Section 306(k)(1) of the Federal Food, Drug, and Cosmetic Act must include:

(1) A certification that the applicant did not and will not use in any capacity the
services of any person debarred under Section 306, subsection (a) and (b), in
connection with such application.

Abbott Laboratories certifies that it did not, and will not use in any capacity the services
of any person debarred under Section 306, mbwchon(a)and(b),mcomchmmﬂlﬂus
apphcation

Natalie Tolli

Associate Director

Global Pharmaceutical Regulatory Aﬁa:rs
Abbott Laboratories

Appears This Way
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. h|+4|o7
f '\% DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
Rockville, MD 20857
NDA 22-224
Abbott Laboratories

Attention: Natalie Tolli

Associate Director, Dyslipidemia
" 200 Abbott Park Road

Dept. PA76, Bldg. AP30-INE

Abbott Park, IL 60064-6157

Dear Ms. Tolli:

Please refer to your December 7, 2007 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for Trilipix (fenofibric acid)
Delayed Release Capsules.

We acknowledge receipt of your submissions dated March 20, April 7 and 10, May 7; June 6, 9,
13 and 23, August 7, 21 and 25, September 9 and 30 (2 submissions), October 2 (2 submissions),
8 and 15, 2008. '

We are reviewing your submissions and have the following comments and information requests.
We request a prompt written response in order to continue our evaluation of your application.

Title IX, Subtitle A, Section 901 of Food and Drug Administration Amendments Act of 2007
(FDAAA) amends the FDCA to authorize FDA to require the submission of a Risk Evaluation
and Mitigation Strategy (REMS) if FDA determines that such a strategy is necessary to ensure
that the benefits of the drug outweigh the risks (section 505-1(a)). This provision took effect on
March 25, 2008.

In accordance with section 505-1 of FDCA, we have determined that a REMS is necessary for
Trilipix (fenofibric acid) to ensure that the benefits of the drug outweigh the risk of
rhabdomyolysis when Trilipix is co-administered with a statin. Approved statin and fibrate
package inserts include warnings against the co-administration of a fibrate and a statin due to the
increased occurrence of rhabdomyolysis. In contrast to other fibrates none of which are approved
for co-administration with a statin, Trilipix (fenofibric acid) is indicated for co-administration
with a statin.

Your proposed REMS must contain the following:



Medication Guide: As one element of a REMS, FDA may require the development of a
Medication Guide as provided for under 21 CFR Part 208. Pursuant to 21 CFR Part 208,
FDA has determined that Trilipix (fenofibric acid) poses a serious and significant public
health concern requiring the distribution of a Medication Guide. The Medication Guide is
necessary for patients’ safe and effective use of Trilipix (fenofibric acid). FDA has
determined that Trilipix (fenofibric acid) is a product that has a serious risk (relative to
benefits) of which patients should be made aware because information concerning the risk
could affect patients’ decisions to use, or continue to use Trilipix (fenofibric acid). Under 21
CFR Part 208 and in accordance with 505-1, you are responsible for ensuring that the
Medication Guide is available for distribution to patients who are dispensed Trilipix
(fenofibric acid).

Timetable for Assessment: The proposed REMS must include a timetable for assessment of
the REMS that shall be no less frequent than by 18 months, by 3 years, and in the 7th year
after the REMS is approved. We recommend that you specify the interval that each
assessment will cover and the planned date of submission to the FDA of the assessment. We
recommend that assessments be submitted within 60 days of the close of the interval.

Your REMS assessments must assess the extent to which the elements of your REMS are
meeting the goals of your REMS and whether modifications to the elements or goals are
needed. :

In accordance with section 505-1, you must submit a proposed REMS. Before we can continue
our evaluation of NDA 22-224, you will need to submit the proposed Trilipix (fenofibric acid) .
REMS to this application. The REMS, once approved, will create enforceable obligations.

We suggest that your proposed REMS submission include two parts: a “Proposed REMS” and a
“REMS Supporting Document.” Attached is a template for the Proposed REMS that you should
complete with concise, specific information (see Appendix A). Include information in the '
template that is specific to your proposed REMS for Trilipix (fenofibric acid). Additionally, the
Medication Guide should be appended to the proposed REMS. Once FDA finds the content
acceptable, we will include this document as an attachment to the approval letter that includes
the REMS.

The REMS Supporﬁng Document should be a document explaining the rationale for each of the
elements included in the proposed REMS (see Appendix B).

Your assessment of the REMS should inclpde an evaluation of*

a. Patients’ understanding of the serious risks of Trilipix (fenofibric acid)
b. A report on periodic assessments of the distribution and dispensing of the Medication
Guide in accordance with 21 CFR 208.24.

c. Ampmtonfmlumtoadimedwmbunonmddxapemmgwqumm,andcomcme
actions taken to address noncompliance.



If you do not submit electronically, please send 5 copies of your proposed REMS as an
amendment to your NDA. Prominently identify the amendment containing the proposed REMS
with the following wording in bold capital letters at the top of the first page of the submission:

PROPOSED REMS FOR NDA 22-224

Prominently identify subsequent submissions related to the proposed REMS with the following
wording in bold capital letters at the top of the first page of the submission:

NDA 22-224
PROPOSED REMS - AMENDMENT

If you have any questions, please call Kati Johnson, Regulatory Health Project Manager, at
(301)796-1234.

Sincerely,
{See appended electronic signature page}

Mary H. Parks, M.D.

Director -

Division of Metabolism and Endocrinology
Products

Office of Drug Evaluation II

Center for Drug Evaluation and Research

Enclosures: Appendix A — REMS Template
Appendix B — REMS Supporting Document Template

Appears This Way
On Criginal



Appendix A - REMS TEMPLATE
NDA 22-224 TRILIPIX (FENOFIBRIC ACID) DELAYED RELEASE CAPSULES
Peroxisome proliferator receptor alpha (PPARGa) activator
Abbott Laboratories
200 Abbott Park Road
Dept. PA76, Bldg. AP30-1INE
Abbott Park, Il 60064-6157
Natalie Tolli
Associate Director, Dyslipidemia
(P) 847-935-8099

(F) 847-775-4982
Natalie.Tolli@abbott.com

PROPOSED RISK EVALUATION AND MITIGATION STRATEGY (REMS)
I  GOAL(S):
List the goals and objectives of the REMS
I.  REMSELEMENTS: |
A. Medication Guide

A Medication Guide will be dispensed with each Trilipix (fenofibric acid) prescription.
[Describe in detail how you will comply with 21 CFR 208.24.]

B. Communication Plan
This REMS for Trilipix (fenofibric acid) can be approved without a communication plan.
C. Elements To Assure Safe Use

This REMS for Trilipix (fenofibric acid) can be approved without any elements to assure
safe use.

D. Implementation System

Because this REMS for Trilipix (fenofibric acid) can be approved without any elements
to assure safe use, an implementation system is not required.



E. Timetable for Submission of Assessments

Specify the timetable for submission of assessments of the REMS. The timetable for
submission of assessments at a minimum must include an assessment by 18 months, 3
years, and in the 7* year after the REMS is initially approved, with dates for additional
assessments if more frequent assessments are necessary to ensure that the benefits of the
drug continue to outweigh the risks.




Appendix B - REMS Supporting Document Template

This REMS Supporting Document should include the following listed sections 1 through 5, as
well as a table of contents. If you are not proposing to include one of the listed elements, the
REMS Supporting Document should simply state that the element is not necessary. Include in
section 3 the reason you believe each of the potential elements you are proposing to include in
the REMS is necessary to ensure that the benefits of the drug outweigh the risks.

1. Background
2. Goals

3. Supporting Information on Proposed REMS Elements

a. Additional Potential Elements
i. Medication Guide
ii. Patient Package Insert
iii. Communication Plan
b. Elements to Assure Safe Use, including a statement of how the elements to
assure safe use will mitigate the observed safety risk
¢. Implementation System
d. Timetable for Assessment of the REMS

4. Information Needed for Assessments

5. Other Relevant Information

Appears This Way
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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.

B R e e e

Eric Colman
11/4/2008 05:57:47 PM
Eric Colman for Mary Parks
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Abbott Laboratories
200 Abbott Park Road ‘
Abbott Park, IL. 60064-6188 "i )!/\rnr.fi |

Date of Submission: October 15, 2008

Dr. Mary Parks

Division Director

Division of Metabolic and Endocrinology Products
Center for Drug Evaluation and Research

Food and Drug Administration

Central Document Room

5901-B Ammendale Road

Beltsville, MD 20705-1266

AMENDMENT TO A PENDING APPLICATION

Re: Trilipix™ (Fenofibric acid) Delayed Release Capsules
NDA 022224, eCTD Sequence 0018

Subject: Response to an Agency Request for Study Milestone Dates, for a PK Dose
‘Equtvﬂcneesnldy

Dear Dr. Parks:

The sponsor, Abbott Laboratories, submits under the provisions of Section 505 (b) of the
Federal Food, Drug and Cosmetic Act and 21 CFR 314.50, a New Drug Application for
Trilipix™ (fenofibric acid) (NDA 022224), which was originally submitted on December
7, 2007.

mmofmmmmammmmﬂmm:mw
pharmacokinetic (PK) study that has been requested by the Agency. Specifically, the
Agency has requested that Abbott perform a dose equivalency study of Trilipix, to
compare the PK of 3 x 45 mg Trilipix capsules against 1 x 135 mg Trilipix capsule.
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Abbott Laboratories
200 Abbott Park Road
Abbott Park, It 60064-6188

Abbott is proposing the following milestone dates for the above study:

¢ Final protocol submission:

----- bia)
o Study start:

¢ Submission of final CSR: ——

Abbott is available if the Agency feels a discuss is noeded for these proposed dates.

This submission is being provided electronically. It was created in accordance with FDA
Guidance for Industry: Providing Regulatory Submissions in Electronic Format — Human
Pharmaceutical Product Applications and Related Submissions Using the eCTD -
Specification, effective June 2008, Revision 2. The approximate size of the application is
less than 5 megabytes and will be transmitted via the FDA Gateway. The content of the
submission was checked for viruses using McAfee VirusScan 8.0i and was determined to
be virus free.

Please note the new fax number noted below. Please discontinue use of previous fax
numbers associated with this application. Forallﬁthﬁxedconnnnmmcommmg
this application, please use the (847) 775 4982 number.

Appears Thig Way
Cn Origing)

Abbott



Abbott Laboratories
200 Abbott Park Road
Abbott Park, IL. 60064-6188

Shonldyoulummyqnesﬁonsemmningﬁkmbmfsdon,plemomctmatme
numbers provided below. Thank you for your consideration in this matter.

Sincerely,
ABBOTT LABORATORIES

Regulatory Point of Contact

Natalie Tolli ,

Director, Global Pharmaceutical Regulatory Affairs
E-mail: Natalie. Tolli@Abbott.com

TEL: (847) 935 8099

FAX: (847) 7754942

Technical Point of Contact

Tina Lewis

Director, Global Pharmaceutical Regulatory Affairs
E-mail: Tina. M.Lewis@Abbott.com

TEL: (847) 936-8944

FAX: (847)936-6778

Cenfidendial Informasion
This application contains trade secret and/or confidential information, which is the property of
Abbott Laboratories. As provided by 21 CFR 20.61, DO NOT DISCLOSE to the public.
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From: Duvall Miller, Beth A

‘ent: Monday, OKcatgbOtOG 2008 5:19 PM

1 0: -

Ce: Cohnodo Kim M

Subject: NDA 22-224, Fonoﬂbnte cleared for action
~ Kati,

~ This application is cleared for action from a b(2) perspective. Thanks,
' Beth , . .

T . Romlamvy
eam Leader, AffawsToam
cwmome.ofmw
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

CLINICAL INSPECTION SUMMARY

DATE: Septcmber 15, 2008

TO: Kati Johnson, Regulatory Project Manager
Julie Golden, MD, Medical Officer
Eric Coleman MD, Lipid Team Leader
Division of Metabolic and Endocrinology Products

FROM: Susan Leibenhaut, MD

Good Clinical Practice Branch I

Division of Scientific Investigations
THROUGH: Constance Lewin, MD, MPH

Branch Chief

Good Clinical Practice Branch I

Division of Scientific Investigations
SUBIJECT: Evaluation of Clinical Inspections.
NDA : NDA 22-224
APPLICANT: Abbott Labs
DRUG: Trilipix (fenofibrate) Capsules 45 mg, 135 mg
NME: No '

THERAPEUTIC CLASSIFICATION:  Standard Review

INDICATIONS: - Treatment of dyslipidemia (mixed dyslipidemia [in combination with
IMG-CoAreducusemhibnm(m),onsmonothaapy],pmnary
hypercholesterolemia [as monotherapy], or hypamglycenduma [as
monotherapy]

CONSULTATION REQUEST DATE: 3/3/08

DIVISION ACTION GOAL DATE: 10/7/08
PDUFA DATE: 10/7/08



1. BACKGROUND: _

NDA 22-224 is a 505(b)(2) application for fenofibrate, an ester that is converted to the active
circulating form of fenofibric acid. The Phase 3 program included three similar Phase 3 studies
mwﬂmmﬂwafetyaﬁeﬁcwyofm-ﬁic@admhﬁsmedwiﬂﬂdiﬁeremm,omfm
cach study.

mgoahofﬂleinspwﬁonwmtoassossadhaememFDAmmlaorywmems
concerning investigator oversight, protocol compliance, validity of primary efficacy endpoint
~ data, and protection of subjects’ rights, safety, and welfare. The number of subjects
mxdomizedmdpmporﬁondiwonﬁnmdinaparﬁculmsiwwumkenmmmminselecﬁng
sites for auditing.

The protocols inspected were:

A. Protocol MOS5-748 entitled “A Multicenter, Randomized, Double-Blind, Prospective
Study Comparing the Safety and Efficacy of Fenofibric Acid and Rosuvastatin Calcium
Combination Therapy to Fenofibric Acid and Rosuvastatin Calcium Monotherapy in
Subjects With Mixed Dyslipidemia”

B. Protocol MOS-749 entitled “A Multicenter, Randomized, Double-Blind, Prospective
Study Comparing the Safety and Efficacy of Fenofibric Acid and Simvastatin
Combination Therapy to Fenofibric Acid and Simvastatin Monotherapy in Subjects
With Mixed Ly

C. Protocol MOS-750 entitled “A Multicenter, Randomized, Double-Blind, Prospective
Study Comparing the Safety and Efficacy of Fenofibric Acid and Atorvastatin Calcium
Combination Therapy to Fenofibric Acid and Atorvastatin Calcium Monotherapy in

Subjects With Mixed Dyslipidemia”
IL RESULTS (by Site):
Name of CI and CRO Protocol # and # of Inspection Final Classification
Locaten e Subjects: Date .
I: Neil J. Fraser, MD '| Protocol 748/ April 21-25, NAI
Troy Intemal Medicine Site # 31810/ 2008
Research 29 randomized
4550 Investment Drive, Suite
210
Troy, MI o _
CI: Cecil Farrington, Jr, MD | Protocol 748/ June 9-11, 2008 | NAL
Crescent Medical Research Site # 32430/
Assoc. : 20 randomized
401 Mocksville Ave,
Suite 300 '
%b NC 28144 o
: Angel O, Pietri, MD Protocol 749/ June 26,2008 | VAI
12631 World Plaza Lane Site # 24076/ 4
Building #54 , 16 randomized
{_Ft. Myers, Florida 33907




CL: Timothy J. Jones, MD Protocol 749/ April 28-29, NAI
1483 Tobias Gadson Bivd. Site # 31018/ 2008
Suite 101 ) 16 randomized
Charleston, SC 29407
CI: Michael J. Koren, MD Protocol 750/ May 22,2008 | NAI
Jacksonville Center for Site # 16155/ .
Clinical 31 randomized
4085 University Blvd. S,
Suitel1
Jacksonville, FL 32216 _
CE: Gregory M. Gottschlich, | Protocol 750/ May 19-28, Pending (Preliminary
MD . Site #9337/ 2008 classification NAI)
New Horizon Clinical 23 randomized
Research :
4260 Glendale Milford Road
Suite 201
|_Cincinnati. OH 45242 N
CROr —— Protocols 748, 749, 750 April23-May | NAI
A K 12, 2008
/L o - 1
K Classificati
NAI = No deviation from regulations.
VAI = Deviation(s) from regulations.

OAI = Significant deviations from regulations.

-Pending = Preliminary classification based on information in 483 or preliminary communication with the field;

Eﬂ!harmbemreceivedﬁomtheﬁeldmdmmkmmviewofmkispending

1. Neil J. Fraser, MD

Troy Internal Medicine Research
4550 Investment Drive, Suite 210

Troy, MI

a. What was inspected: This site participated in Protocol 748 as Site #31810. The
investigator screened 64 potential subjects and randomized 29 subjects. Consent
forms, case report forms and source documents were reviewed for all 29
subjects. There were no limitations to the inspection.

b. General observations/commentary: No significant regulatory vnohtmm were

noted.

c nmwhbi&yluﬁabmty Data from this site appear acceptable in support

of the application.

ba)



b.

b‘

Cecil Farrington, Jr, MD

Crescent Medical Research Assoc.
401 Mocksville Ave, Suite 300
Salisbury, NC 28144

What was inspected: This site participated in Protocol 748 as Site # 32430.
lheinvcsﬁgatorscmcned70potenﬁalsnbjecNandrmdomized20subjocts.
Consent forms, case report forms and source documents were reviewed for all
20 subjects. There were no limitations to the inspection.

General observations/commentary: No significant regulatory violations were
noted.

Datamepubiﬂtyheﬂahimy:,Dataﬁomﬂﬁssiheappeu-accepmbleinmppon
of the application.

Angel O. Pietri, MD
12631 World Plaza Lane Building #54
Ft. Myers, Florida 33907 .

What was inspected: This site participated in Protocol 749 as Site # 24076. The
invesﬁgatorscmened48potenﬁalsnbjecmmﬂmndomindl6subjectx.0mem
forms were reviewed for all subjects. Case report forms and source documents
and data listings were reviewed for 9 of 16 randomized subjects. Baseline
laboratory values were audited for 11 of the 16 randomized subjects. There
were no limitations to the inspection. '

General obuﬁaﬂoudcommemry: The clinical investigator did not maintain
adequate and accurate case histories with respect to observations and data
pertinent to the investigation. Following are some examples:

o The subject visit sign in form indicates that Subject #601229/21028 Visit
3-Baseline visit occurred on 8/17/2006. However, the laboratory reports
and IVRS Randomization Notification indicate that the subject was
present for the Visit 3-Baseline visit on 8/16/2006.

* Source document concomitant medication log for Subject 600469/22014
records that Motrin 200mg was taken BID on June 30 and July 2, 2006
-and once on July 12, 2006. However, the case report form (CRF) states
that two tabs Motrin 200mg (total 400mg) was taken at these times.

* Source document concomitant medication log for Subject 600263/21006
records that Glucovance 5/500mg is taken BID for diabetes maintenance.
However, the case report form (CRF) states that Glucovance 50/500mg is
taken BID for diabetes maintenance.



Data acceptability/reliability: Data from this site appear acceptable in support
of the application.

Timothy J. Jones, MD
1483 Tobias Gadson Blvd. Suite 101
Charleston, SC 29407

What was inspected: This site participated in Protocol 749 as Site # 31018. The
investigator screened 68 potential subjects, enrolled and randomized 16
subjects. Consent forms, case report forms and source documents were
reviewed for all subjects. There were no limitations to the inspection.

. General observations/commentary: No sngmﬁcant regulatory violations were
noted.

Dataaceeptabiﬂtylreﬂahimy Data from this s:teappearacoeptablemsupport
of ﬂ\e application.

Michael J. Koren, MD

Jacksonville Center for Clinical Research
4085 University Blvd. S, Suite 1
Jacksonville, FL 32216

What was inspected: This site participated in Protocol 750 as Site #16155. The
investigator screened 82 potential subjects, enrolled and randomized 31
subjects. Consent forms and endpoint data verification were reviewed for all
enrolled subjects. There were no limitations to the inspection.

General observations/commentary: No signiﬁcant regulatory violaﬁons were
noted.

Data acceptability/reliability: Dm&omthnmappuracoepublemsuppon
of the application.

Gregory M. Gottschlich, MD
4260 Glendale Milford Road, Suite 201
Cincinnati, OH 45242



2. What was inspected: This site participated in Protocol 750 as Site #9337. The
irwestigawt'emolledusubjectsﬂsubjectsdisoonﬁnuedwiyandﬂ :
completed the study. A 100% review of the 23 subjects was conducted and no )
deviaﬁonswemnoted.l‘hcmwmnolimiuﬁomtoﬂmimpacﬁon. .

~ b. General observaﬂondeommenury: No significant regulatory violations were
noted. _

¢. Data acceptability/reliability: Data from this site appear acceptable in support
of the application. : . -

Observations noted above for this site are based on the Form FDA 483 and
communications with the field investigator, an inspection summary addendum will be
generated if conclusions change upon receipt and review of the Establishment Inspection
Report (EIR).

‘r- il
b(4)

(- J

a. Whatwashspeeted:TheCROwasinspecﬂedbecmﬂwpﬁmntyeﬁcacy v
endpoint data was stored at this site and was not available at the clinical sites.
Thc’smncedahwaswviewedforapwexiunﬁely?&datapointsofﬁglycmde,
HDL and LDL of subjects in the three protocols. There were no limitations to }
the inspection.

b. General observations/commentary: No significant regulazory violations were

é. Data acceptability/reliability: Laboratory data from this contract research
organization appear acceptable in support of the application.

Appears This Way
Cn Criginal



IV. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS

The inspection of Dr. Pietri found regulatory violations as noted above. All other
inspections did not find violations. Thcdataﬁomalls:wsandﬁmnﬂnconmcthbomtory

appear acceptable in support of the respective indications.

The final classification for Dr. Gottschlich is pending. An addendum to this clinical
mpecnonammmywxnbefoxwudedwthemwewdmmonshouldthembeachmgem
dmﬁnalchssnﬁcahonmaddxhonﬂobsmaﬁmaofchmcﬂandmguhtmymgmﬁcmem
dlsoovetedaﬁerrevnewmgﬂwEIR.

{See appended electronic sighature page)}

Susan Leibenhaut, M.D
Good Clinical Practice Branch I
. Division of Scientific Investigations

 CONCURRENCE:

{See appended electronic signature page}

Constance Lewin, MD, MPH
Branch Chief

Good Clinical Practice Branch I
Division of Scientific Investigations

Appears This Way
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Thhisanpmonhﬂonofaneleckonlcmeon!ﬁntmslgmdoleﬁroﬂeauyand
this page is the manifestation of the electronic signature. :

.....................

Susan Lelbenhaut :
9/17/2008 12:57:35 PM
MEDICAL OFFICER

Constance Lewin
9/17/2008 12:58:47 PM
MEDICAL OFFICER
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
PCOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: September 12, 2008

TO: Mary H. Parks, M.D.
Director, Division of Metabolism and Endocrinology
Products (DMEP)

FROM: Jacqueline A. O’'Shaughnessy, Ph.D.
Abhijit Raha, Ph.D. ,
Division of Scientific Investigations (HFD-48)

THROUGH: C.T. Viswanathan, Ph.D.
Associate Director - Biocequivalence
Division of Scientific Investigations (HFD-48)

SUBJECT: Review of EIRs Covering NDA 22-224, Choline
Fenofibrate Oral Capsules, 45 mg and 135 mg, Sponsored
by Abbott Laboratories

At the request of Division of Metabolism and Endocrinology
Products, the Division of Scientific Investigations audited the
clinical and analytical portions of the following biocequivalence
study:

Study Number: MO6-830
- Study Title: “Evaluation of the Relative Bioavailability of

Fenofibric Acid from Fenofibric Acid Choline
Salt Formulations Manufactured at Two
Different Sites and Batch Sizes, and 200 mg
Micronized Fenofibrate Capsule”

The clinical and analytical portions of Study M06-830 were
conducted at Abbott Clinical Pharmacology Research Unit at Vista
Medical Center (Waukegan, IL) and Abbott Laboratories (Abbott
Park, IL), respectively. Following inspection of the clinical
site (July 29-August 1, 2008), FDA Porm 483 was not issued.
Following the inspection of the analytical facility (July 28-30,
2008), Form FDA 483 was issued (Attachment 1). The firm
responded to the inspectional findings by letter dated August 8,
2008 (Attachment 2). The observations and our evaluations
follow.



Page 2 - NDA 22-224, Choline Fenofibrate Oral Capsules, 45 mg & 135 mg

1. The long term frozen storage stability of femofibric acid in
plasma was not demonstrated by comparison to freshly prepared
samples.

Instead, the firm used calibration standards that were frozen
for two days prior to use. 1In response to this observation,
Abbott compared samples stored for 813 days at -20°C to freshly
prepared samples (Tables 1 and 2 of Attachment 2). The results
of this testing demonstrated sufficient stability during frozen
storage.

2. All aspects of study conduct were not documented.

For example:
@ I 2
(b) N b(4)
~ —
(e

Proper documentation to confirm that ——— .

—— _ according to the intended sequence (item 2a) and the
- was used (item 2b) is critical to
reconstructing the study conduct. The firm intends to revise
their SOP to improve record keeping practices.

3.All samples that underwent repeat analysis were not reported
in the analytical report in that Table 4 “Reassay Histoxy”
does not include samples repeated for analytical reasons.

In the future, the firm plans to include all repeated samples in
the reassay table, including those performed for assigned
analytical reasons.

4. The firm’s SOP Q-10-10-019 for

. e e e

Although the SOP states that

- e . i

— b(4)
Study M06-830 was conducted in 2006, prior to the implementation
the firm’s SOP for — - —— ... Porxr
Study M06-830, the firm’s study plan included — -

———— No probi;ﬁéﬁ;efe noted with this assessment.



Page 3 - NDA 22-224, Choline Fenofibrate Oral Capsules, 45 mg & 135 mg

For future studies, Abbott will revise its SOP >

(—f . &7 4
- o . , - b4
e —

— — p— T e ———

Conclusions:

Following the above inspections, the Division of Scientific
Investigations recommends that the data from Study M06-830 be
accepted for review.

After you have reviewed this memo, please append it to the
original NDA submission.

Jacqueline A. O’Shaughnessy, Ph.D.
Pharmacologist

Abhijit Raha, Ph.D.
Pharmacologist

Final Classification:
Abbott Clinical Pharmacology Research Unit, Waukegan - NAI
Abbott Laboratories, Abbott Park, IL - VAI

cec:
HFD-45/RF

HFD-45/Vaccari

HFD-48/0' Shaughnessy/Raha/Patague/CF
DMEP/Johnson (NDA 22-224)
HFR-CE650/McCullough

Draft: AR 9/5/08 4

Edit: JAO 9/9/08; MFS 9/9/08

DSI 5848 0:\BE\EIRCover\22224abb.fen.doc
FACTS 933996



Attachment 1

550 W. Jacksoa Bivd., Suite 1500 OATE®) OF NSPECTION T/28/2008 — T730/2008
cumn. 60661-4716 -

Ve sireo v saoe TV O AR VTS

Abbot Park, IL 60084 Bioequivalence Testing Lsborasory

bﬁhmummuymﬁnm)mmmamm. an

‘ ﬁ:ﬁm.ﬁ:-mw-nn,mmm o m‘ : &mﬁnd:m
or X n =

WM&FDAM 6) during the inspection or submit ﬂl’llﬁlﬂﬂm hFDAt&MMWM H'you hkave any

questions, please contsct FDA at the phone number and address sbove.

FWGANNMONOFYOURHRM.WBOBSEIVED:
Study Number: M06-830

“Evaluation of the Relative Bioavailability of Fenofibric Acid from Fenofibric Acid Choline Salt Formulations
Masufectured at Two Different Sites and Batch Sizes, and 200 mg Micronized Fenofibrate Capsule™

1. mmmmmmayofﬁmmmhmmmmmwm
to freshly prepared samples.

2. Al aspects of study conduct were not documented. For example:

@ - —
®> — = - - —

fF —

il mmmmmmﬂmmmﬂhﬁcnﬂyﬁdmhuhﬂu4
“Reassay History” does not include samples repeated for snalytical ressons. -

4. The firm's SOP Q-10-10-019 for
—————-  Although the SOP states thyt

SNATUR: BELOGER MG [LE (o Doy [OATE msueD
it (kL R SREANE, | Sao/o
Y et/ | INSPEETIC ” yan ]

ba;

ba)



Attachment 2

August 08, 2008

Scott J. Macintire

District Director - FDA Chicago District
§50 West Jackson Bivd.

Suite 1500

South, Chicago, IL 80661

Tel (312) 596-4200

Fax (312) 5964187

Dear Mr. Macintire,

Attached is Abbott Laboratories' response to the Form 483 issued July 30, 2008
as a result of the inspection conducted at the Abbott Facility, located in Abbott
Park, liinois. Consumer Safety Officer Bruce McCullough of the Chicago District,
Pharmacologist Dr. Jacqueline O'Shaughnessy, Ph.D. from CDER in Silvar
Springs, MD, and Pharmacologist Abhijit Raha from CDER in Silver Springs, MD
conducted an inspection of the Bioanalytical Laboratories for the TriLipix
Bicequivalence Study M06-830 in support of NDA 022224 that was filed with the
FDA on December 07, 2007.

We appreciate the importance of the obsarvations in the Form 483 and take them
sariously. Corractive actions are in the process of baing compieted and
implementad as detailed in the attached responsa.

you have any questions or require additional information, please contact me
mmwyat(unsasma

Sincerely,

(Jodte~

Gillian Hokinson
Divisional Vice President, QA, GPRD

Cc: Dr. C.T. Viswanathan, Ph.D.
FDA (CDER)

Mail Stop HFD-48 :
Silver Springs, MD 20993

B . i
- aes . .
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Confidentisl Information ~ Do Nat Disclose Outside of Abbott Laboratories Abbott
Page 1 of 10 A Promise for Life
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This lsanpmemﬂmofmdecmhmdthﬂmdgnodohmm«nywd
this page is the manifestation of the electronic signature.

/8/
Jacqueline OShaughnessy
9/12/2008 10:16:45 AM
PHARMACOLOGIST
Also on behalf of Dr. Raha

Martin Yau
9/12/2008 10:18:55 AM
Cso '
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